
• -ML -l 




H SI 



japan patent oJRce^ ^2004/000429 



20.01.04 

whh this' Offi e c r e ify that tte anDeXed is a true c °°Py of the following application as filed 



ffi m & n b 

Date of Application: 

Si I f t 
Application Number: 

[ST. 10/C] : 



2003^ 11200 

#H 2003-011529 
[JP2003-01 1529] 




Applicant(s): 



A 



lav > 



'.I. • 



Commissioner, 
Japan Patent Office 



2004^ 2 1 9 B 



4 




BEST AVAILABLE COPY uk#-3- mtE# 2004-301090C 




#M 2003-011529 ^- v* : 1 




[*&*] #™ 

C1-A0226 

[HffiH] ¥J£15^ 1/!20B 

[&T5fc] #^it«^ 
[®|gl#i^lg] C07K 16/00 

[«!#] 

i&ffijuimm] mm^mmmmmn lTgnsti 
art 

[ft*] ptw 

[ffiWXtig^f] ^*m«f^«f?&*t*# 15 3fi2 WSy»5t£: 
[ft*] TjoH- H[jB 

art 

[ft*] W# it 

[ftwxi±e»f] ^iirif^fi5ff^#7ic# i5 3ti2 ^mm^^ 
art 

[ft*] Jgf-fiP 



[»J#^-] 000003311 
100102978 

[#ffi±] 

[ft*X&*&] flfcfc 



mSE# 2004-3010900 



#Sg 2003-011529 



2/E 




m 



[m^m^r] 100108774 
l^-m^m^] 041092 

imt&m] 21, ooor 

[«ait#(?)ii] 

1 

H® 1 

^# 1 



tBfiE#2 004-3010900 



^2 0 0 3 - 0 1 1 5 2 9 ^-vl 1/ 

[mi wmm 

1 1 tflEPCIttflt-e* o T , ( a ) Sttfty n f- >f >C (aPC) *£14 
KH-fZ-fVT'OC'f (PCI) Ol*f^ffliB*t*iStt> Sfctt ( 

b ) hn>e>/hn> ^t'jl i; > (Thr/IM) m&fcK X Z> ffittftyn 7^ >C 
(aPC) ill^n^nf^ ^C-f >fctf*- (PCI) oMFtfUB 

im^M2] ttPCIttfltT*oT, (a) Stt^nfr/C (aPC) J&ft 
^•r^7°nx-f (PCI) Offi$fM§*ffi*1-*i&tt> isitf ( 

b) ho>tf V/fn>^f'a'J > (Thr/TM) 3S£"fcK <£ ifiHtft^n-r 4 >C 
(aPC) iimn^nr^Mytt:^- (PCI) <7)Pl«^ffi£lfi«1-&?£ 

3 ] ltfzi*2 \ztiM,<OlR&?i> o*C, JUJITO ( a ) ^ t> 

( a ) mm^r : 4 9 , 5 0 , *5 £l>* 5 1 fcgB*W>T -5 yBM^io 

(b) I5^iJ#^: 5 5, 5 6, is XV 5 7 fcSB*W>T $ yg|ffi5!lo 

(c) I2?li#-^ I 5 2, 5 3, 5 4*3«tWc|B^T 5 /miB^Jo 

(d) BB?!i#-t: 5 8, 5 9, 6 0 £ J: V s KIBIftO T $ J &E?iJo 

(e) IS^iJ#-^:2 5, 3 1, ££0*3 6 fc|B*W>T S y«HE#lo 

(f) SB?!I#-^:4 1, 4 5, ££0*4 8JC|B«tOT5/lfcE^Jo 

m&m 5 1 if *m 1 4 ^v^t^-iam^t^ * o^w-tm 
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is j: xf/ z tz imm-t & mm^m z tz amm Km v*t> ti& mmm&%n?&&, 
m&m 5 z tzim^m e Ktm<D®.mm 0 

im$tm 8 ] mj&&ftLiBiWkBiEu&<Djcm& a if/ z tz \±#kfcm&<ojm k 

[W^l 0] fS^fcynx-f ^COflMt^>iST4v^L»4^J£HJ:oT» 
-r>f yC&XZf/Ztzliftimk-fVTJ f^i: (b) i*f H^4 0^> 

JE* J: £>V * J4mR1" * ^f, SrW Z tz f 4 ft *"* £ # Srcfc o T , Iff 1 
[fflNfcEl 2] ^14<b7 p nT--r >C^^ttO©T^^L{4^J£iiioT^ 

^io «t tr/ z tz itmrn-t & £ ?w*^t*ot, 

SBIRO*FL#^?>*«6^^«^$tL*^< ti>— o % jsitf (b) (i)MW 
^#<7)7°n^^>C^«J:t>Vt^(4yf&tt'fk7 0 n7 i -r>C, ifclFK(ii)ttt>Lfl:, £ 

[0 0 0 1] 

$fWi^nfr/C^>ktf^- (PCI) <04>#ntiL#^Mi-^o 
[0 0 0 2] 

^<D^ma±t LtWA^ij ^^^7-77 V O^fcWfcfrfcft 
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[0 0 0 3] 

DIC (disseminated intravascular coagulation I JMIilfiL'fFtyMH) 

> ^ b n y \£ yiimm&r k * $ am button & 0 

[0 0 0 4] 

IfclflL^-e^, ^Lfcm#Jft4h^BKJ6*i:teU DIC* i 
So U^LflJbliLi£twMtr^*^ttfi*T^*<.itL$-eiCaPC (activate 
d Protein C ; f£144fc:7 0 n7M >C) * s *St?KRr$*frv^o*T**4o 

[0 0 0 5] 

lflL^(±JfiL/h«i:Jflim^@M^tt<l:1-S £ £ J: 0 *U — tetfjMJfiL 

U PC (Protein C) *i&tefl;£-£&o flft£ffc£*LfcPC (aPC) (iprotein S**S 
mmtLX, Factor Va*J:y f VIIIa*^©fkt»@^^lHlie*«I«I-t*^|Rl»C« 
<o $ h HaPCtePAI-l (Plasminogen Activator Inhibitor-1) ^TAFI (Thrombi 
n Activatable Fibrinolysis Inhibitor) tZZtom&UWteWMISbftJ&ls^i'tZ 
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^ttPC^S^E> **v*f± (Factor Va SSHfc J:* ) aPCPlSiE*±Jfll^O«BH 

$ «b fciS^-ett, aPC#jfo.flfrtjfcfcftUB Ltfiafefcfcffi £;Pri-& £ t tt-c 

(J. Biol. Chem. 2001; 276:11199-11203) > t izf^MM^TM^^X^ 
(J. Clin. Invest. 1987; 79:918-925) >*Ofl2/Bt:Mft»Bffcffi/f 
lfX*l±WLWX*£%^CLtii$i&2tlX\<>2> (Blood 1991; 78:364-368) 0 ZHb 

[0 0 0 6] 

Lfr L h aPC^O & co $gg!ft tUfflv>^ JflL^^^Si^20~3055- 1 W 

^^m^tz^Kmm^nm^^^^immK^tz^mm^^mx^ n , m 

±1&m<D7FWiimW,-t%t>%?CI*? a l-antitrypsin (AAT) tz t*K X *) WnMW 

^fcitzih&^tx&ho zixb<Di%tkmmzmm%&mz%:tzLx\<*2><D 

l±PCI^#x.£*LT&t) (Fibrinolysis & Proteolysis 2000; 14:133-145) > H 

X*±.ftLX^2> Z. b&$&ZtiX\'*& (Blood Coagul. Fibrinolysis 2001; 12: 
503-510; Am. J. Hematol. 2000; 65:35-40; Thromb. Haemost. 2001; 86:1400- 
1408) o 

[0 0 0 7] 

#i*& (J. Biochem. 1984; 95:187-195) 0 -€-*l<D*fc &i\ aPCVgLf&mmX 

& & b n > tr y/ y n > tf^r*. v > (Thr/iM) m&fc* mm u aPc^^ * m 

miT2> (Blood 1998; 91: 1542-1547) 0 i"**>*>. PCI»±aPCO^i5 J: tff&ttO 
M^^Mi-* i K £ oTaPC<0«&§ StPPHtIJ Ltv^ 0 L7^oTPCI<7)ffcffl £ 
ffiWi-*£fcfc:J: 1), rtBM£&jfc$*iSaPC. **v*ttnHWK&#$*L*aPC 
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[0 0 0 8] 

imzv&M i ) 

Joyce, D.E. et al., J. Biol. Chem., 2001, 276:11199-11203 

Taylor, F.B. Jr. et al. , J. Clin. Invest., 1987, 79:918-925 

Taylor, F.B. Jr. et al., Blood, 1991, 78:364-368 

Suzuki, K., Fibrinolysis and Proteolysis, 2000, 14:133-145 
[#4Hfcfc*5] 

Strandberg, K. et al., Blood Coagul. Fibrinolysis, 2001, 12:503-510 

[fmvftcm. 6 ] 

Watanabe, R. et al., Am. J. Hematol., 2000, 65:35-40 
7] 

Strandberg, K. et al., Thromb. Haemost., 2001, 86:1400-1408 
[#*flfcfclR8] 

Suzuki, K. et al., J. Biochem. , 1984, 95:187-195 
imtftXM. 9 1 

Elisen, M.G. et al., Blood, 1998, 91:1542-1547 
[0 0 0 9] 

[0 0 10] 

PCI (Suzuki, K. et al., J. Biol. Chem. 1983, 258:163-168; Suzuki, K. , 
Fibrinolysis Proteolysis 2000, 14: 133-145) (ijflL'f fcjffcf 
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TtmLfci-HC PCIti (1) Thr/mm^^i^aPC^OiaWf^ffl 
^PCOflHkfblfiiFtfUB) > fcitf (2) aPCOiSttffi«f^ffl«r*i-* 0 fit^i 

(1) , (2) *^^ov»Tia«f^ffl**i-4tt#*#K^*ifc^J3t?&L 
[0 0 11] 

(1) KTCIttHfc-CJboT, (a) ittftynf'fX (aPC) jSttCWtS-Zn 
r^>W>tli7- (PCI) OH*fts/B*MF-r5i&tt, (b) fn>e 
y/Yuy ^fa >; > (Thr/TM) J: £ Stt^y n -f >C (aPC) 
izttlr & 7V -t 4 >M (PCI) 0|fi#feffi^«-f.5>f£tt, <D&&< 

(2) ^CI^TC&oT, (a) «7°nf^ >C (aPC) igte 7 n 
N>M>tk7- (PCI) <&MFtfUB*ffi#t&iStk fc-fctf (b) hn>tf 
>y h n > 'J > (Thr/TM) X h ffittftT'n -f -Y >C (aPC) 
W^ynf^f >M (PCI) Ofi#f^ffl*ia# , f*iStt> OM^4- 

(3) (1) i/ili (2) tCfSmo^T-aboT. JJJLTO (a) (f) <D^ 

(a) 4 9, 5 0, & XV 5 1 KgBttOT $ ^BfeB2?!k 

(b) @E^!I^: 5 5, 5 6, ££^5 7 CB*07 5 >>Bfeffi?!U 

(c) EafflH*: 5 2, 5 3, 5 4fcJ:0 f fc:lB*W>7 5y'aUE?lU 
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(a) 58, 59, 6 o&xmzumvrs. smmPL 

(e) SBM#-^: 2 5> 3 1, &«£^3 6 ^ISm^T 5 y m@B^iJ, 

( f ) mzm^ : 4 i , 4 5 , & 4 8 ^fem^r 5 ywj, 

ilf^^fT^T-V-^^^^^J: ^S^^tt^, (l) ^t, (3) «>v>r*LjHw 

(5) (1) (4) OV^tL^^fSmofiL^i^^^^^tL^ii^: 

(6) ^'b^ , 7'n^^yci3J:^Vt^{±^tt'fb , 7 0 nT^>'C^^-^ (5) fcffi 

(7) mmt^uy-^ yC<Dffi&<D&T%^Ll±^&l<zX^xmm&XZf/Ztz 
(6) JCfBftO&jK®, 

( 8 ) mmtf&iWLMmfiLBtDjLMjs x xf/ z tz \±$km.mB<r> ycm tao xmm $ 

*i2>mB.X~$>2> (7) Kffi^O&J&tK 

( 9 ) isammmK^ycm^ x xf/z tz\,±-&m&'fc(D%mz x o xwmz ti&m 
&&x t)m$izti2>, (8) nia«ojiajftw, 

(1 0) mmt-fu-r^ >C<Dm&<D&T%^UtyFB.KX^X5&mi3XlF/t 
tzltMm^&m&Z^ffiZfziZriimir&lJ&X&vX, (a) ^UT-jycteX 

tf/ztzimmtyv-T-oc, &mz (b) (1) &b (4) <&v»r*L*£iB 

(11) mmkfuTj ycvm&iDi&T^Lit^&K x ^>x&m& xzr/z 
fzi±mmir&mm*¥W3%tzi*%im-rz>jj&x$>^x, (d &t> (4) 

(12) mmt-fuTJ >COffi&<D&T%^Ll±yF%.KX^X$:m&XZf/Z 

fzimm?zm&<v¥ffitfzi±temwfimz*i2>*v k^ot, ( a ) 

^>C> fStt^bT-nx-f ^C. i5J:tr (1) frh (4) Ov*i**LjWcfB|ftOifrfc 
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[0 0 1 2 J 

zmir&m , cm&&£vz<7)mmitimt2>o pern, u) Thr/ii^#ci 

&aPC£j& (1"£*>-ibPC<£>?§14lfc) |fl#ffcJB, fcitf (2) aPC<7)?Sttlfi 

W^ffl^^r1-^>^ ^lEOfcvffcii. PCI^#o -1?) (1)2*: Si (2) <7)m&<D ^-f 

rfj^i" l-it^t^o A#tfJ it, PCI K J: & aPC^ffiMWfi^ PC 
I^^CI^t^ h Vizfe, Z tiZaPCmmzmZ-X J h 

t> aPC^f&14^iiJ^i-^o PCI^inx.^^o/c^ (PCI&cj;;z>|S#& LOM 
TOaPC^tt) *3 J:^WCItrC#^j]nx.^^ofc^ (PCIK i *) R&# Lfc^Oa 
PCvStt) OaPC^tt<7)^lt £ * , iJLPCI^^CI I- <£ •?> aPCfStt^) Pfi«M £ ISW 
Ltzm&tffefeZti&o ^^PCI^O-f >^f^.^-v3 ^tcj: *K tftfaZtoz- 
%fr-otzWr&£ *9 ^aPC^14^^i-^>PCIO|fi*<7)fi^1g:Ti-^«\ ic7)^#(i 

?cwm^&c<vmmmim*mm-t2>%i®iZ%~?2> tmmzti&o apco^a 

t LT{±^M?M@f£fflrt^f£ft> ^Jx.^^O^lcJ: »)APTT (f£14ftg|^ 
pyroGlu-Pro-Arg-pNA • HC1 (S-2366) & t'Oia^^b^^fflV^TaPCv^tt* T 
[0 0 13] 

Thr/IMm-a-^ K X & aPC&J& & PCI J; & o v> T i± , $J x. ffPCI. 
}fiPCIfcvf£. hn>t£>(ThrK & £ 0* h n >^T^ V > (TM) £^ 
hU PC^Jn^TaPC<7)^^lS^T^o aPCMtt^Ifl^Lrfe 

^LTtaPCi^M^-T^o PCl£#[]X-&^o*:Jt^ (PCI \ZX.h ISiF^ Ltf^fMF 
<7>aPC&J&) £ X Z/mcmfc £ M x. & o (PCI <£ ^ t tzWf&OaPC 

£M) <7>aPC%i&<DmZ&K, ?CI<D rThr/I¥^#HJ:^,aPC^lC^J"t^lS$ 
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[0 0 14] 

* tt&m *± ^ pci t:^tt **nffcffi £ *rl" * #lpci#l#o * ? u - - > rum 

fiot, i) ^LPCI^^^^-^/it/zti^^rTv^v^PClcT), aPCOtettffl. 

^nj-->^t*ot, i) trLPCItn:#*^$^t^(±$-^-Cv^v>PCI 
Thr/TMm^lCi^aPC^^Mi-^ia^ffl^ilJ^-r^X^ fcilF ii) 

n h <n ? u - - > & k x *) % & i £ 7& s -r^ & * snti" & o o Jft 

[0 0 15] 
[0 0 16] 
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)V$m*, mx-lf^^y) K-*7& (Kohler and Mil stein, Nature 256:495 (l 
975)) , Sfcli, am£^(*H#^4,816,567-^) KJ: OMtLTfe J:v>o 

^f)fiLTUv^ (Clackson et al., Nature 352:624-628 (1991) ; Marks e 
t al., J.Mol.Biol. 222:581-597 (1991)) 0 ^ftrnzSlfZ*; 9 n— f 
#KWU #K> MM OMR) Rtf/^fcttWI (UK) <^-« ? #7E<^ 

V>), in/f»H#> &mzm t fo<D%rfttf&Ztl2> (*H#1H&4,816,567^-; Mo 
rrison et al., Proc. Natl. Acad. Sci. USA 81:6851-6855 (1984)) 0 
[0 0 17] 

£OJ:-?fc3fcg£«:, Sfc&^ttgg* (Kunkel, Proc. Natl. Acad. Sci. USA 82: 488 
(1985) #JgQ , PCR^H, fc-fe-y bS£iWj?«>^^ i fJfr 7 it^i*. 

L<te4>fc< i:*>85%, S^cJ; 0#£b<{i^&< t&90%, LT> 
ftfc$f t L < < &95%GDT ^ 7 BtHByiJora-ttSr^ri"*o *WiW»^4i 

v^T@5^Jco|Wl-tt}i. BBEIft— 14****: t^SJ:^ fc&3? CKBIfcSSBKfc b 

[0 0 18] 
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# # 

^(fcWfcli, ^SBB^iJ*3 J: r>*T * y^BB^JOl^— Karlin and Altschul 
K .fc&T^a'VXABLAST (Proc. Natl. Acad. Sci. USA 90:5873-5877, 1993) 
i:J:oT^tSdfc#-?i*o ;ff)7iV^'jXAt:ioVt, BLASTN^BLASTX 
fc^tdrtL^yn^^A^BBf&^tL-C^* (Altschul et al. J. Mol. Biol. 215: 
403-410, 1990) o BL^Km^^XBUSmiZX^XM&mn^M^rir^m^'iZit 
y * xJ;£score = 100, wordlength = 12t~$rZ><> £ fz, BLAST 

&C&oV>TBLASTXKJ:o-CT* ;WMn*%ffi-?Z>Wi&K\Z^ * - * -\ttz 
tx.lt 'score = 50, wordlength = 3£-t&o BLASTS Gapped BLASTS n ^ A £ 

^^^^^^^(i^-e^^ (NCBI (National Center for Biotechnolog 
y Information) <D BLAST (Basic Local Alignment Search Tool) <DV ^-f^r^i 
h £ #RB ; ht tp : //www. neb i . nlm. n i h. gov) 0 
[0 0 19] 

# y * n -^;MftPM3 J; t^t / * n - ^;i/^#t±^m#^mp<^&^ £ ») ffc 
U-T & c: t § & o m x. (mTo^^ k £ 19 & c t tfx% z> 0 

•^O^BifLK/tJOPCKDT^ ymMmiZ2;%aX$)Z> (Suzuki, K. et al., J. B 
iol. Chem. 1987, 262:611-616) 0 m^M%<D?Qlt LT(±, ^Ux.(iv^^ N ^ 
?K ^ Ttti^ v^^PCI^fflv^d t^-e§^>^CtLP>^$l|ps$tL^^ (Zee 
hmeister-Machhart, M. , et. al., Gene, 186, (1), 61-66, 1997; Wakita, T. 
, et. al., FEBS Lett. , 429, 263-268, (3), 1998; Yuasa, J., et. al., Thro 
mb. Haemost. 83, (2), 262-267, 2000) o ®.frWhZ-?Cm&Mte, ^JxJ^JM 
izmmLfzXi CUilf^it^^o ttMt LXl*?CIttH±Z<DUfr 

<*.-f* YUfottm^* - 1 i>x% & u *w 7-ges^$^tMt^ 

VT-m&M (flOx-tiTiM uyw?y)y) [zjfe&Z^tz'i^ TV^^Yltmhn 
■f& 0 Tya^vhtL-Cli, 7nr/h^7> ? a;Ol« > "7 n > b OTp:^ 
^7va/r/ \>m&mfhK, Z.tlh<7)intl<Di><D*M&l'Xi> 
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[0 0 2 0] 

o $&&»±, K#<7)^-e* tLifMtL^^ ^tfflv^it ^-e # h ^\ ±tu 

5e£*L-f, &B*&»jiWlllire, #4 L< 144-210 mPH-^flE't&o 
61<^^i(i 1 BKt*;* 1 EiSfc *K fl||x.l£ 10-100 /*g (011 x. 1*20- 60 /*g 
) »^;^ s tH 0 
[0 0 2 1] 

^0^m^J;O ? 2|iIB^O^7&^3~7Bmici*W^^jflLU JfiL?*£#L 
&o 

[0 0 2 2] 

*'^n-t )\sfcfo<D X?V- — > yfe tLXlt, Ant ibodies, A Laboratory 
Manual (Cold Spring Harbor Laboratoriey\ Harlow and David Lane edit. (19 

88)) izftmzfr&xote&mn&mm&frtirzfti zt&xz&o ttz, itt> 

$Ix.f£\ xt°h-^yt:>^ (Champe et ah, J. Biol. Chem. 270:13 
88-1394 (1995)) =Hto T & «fc V> 0 #V *7TV*fci*ffi$<Dl(b2j<Dmi&3&t 

LxftiLM^ mfem&mm&<Dfcm:tt*m^tz^&x&z>j)K z<nmom 
nxit, *rtiKijux.x, ttznm&mm&mfcMxtx%Lfe<Di%L<te*iri& 

K&\,*x&m*ixiz^zm+mt\ttiz, m&mm&izwmsixx^&o 

[0 0 2 3] 

>?><Djjfe (Kohler, G. , and Mil stein, C, Methods Enzymol. 1981, 7 
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3, 3-46) *fcUSCTfrd ut^fl^o ffi#M^J&£ill^$-£&S.xn-^ 

(*W) fflitu, n h^t^<7)S>j^^ft*t, 

fc^U ^M^^-etiS^* (Mx.{iHAT^^) T?£#-C£1% M^Ltz 

HAT) ^%^^We§^v^<7)tr*)^)o ^n-^ttJi, gUc2r£nO®*<» 
IS*, 0flx.tf P3x63Ag8.653 (J. Immunol. (1979) 123: 1548-1550) > P3x63Ag8 
U. 1 (Current Topics in Microbiology and Immunology (1978) 81: 1-7) ^ NS- 
1 (Kohler, G. and Milstein, C. , Eur. J. Immunol. (1976) 6: 511-519) . MP 
C-ll (Margulies, D. H. et al., Cell (1976) 8: 405-415) , SP2/0 (Shulman, 
M. et al., Nature (1978) 276: 269-270) , F0 (de St. Groth, S. F. et al. 
, J. Immunol. Methods (1980) 35: 1-21) > S194 (Trowbridge, I. S. , J. Exp 
. Med. (1978) 148: 313-323) . R210 (Galfre, G. et al., Nature (1979) 277 
: 131-133) % P3U1 (J. Exp. Med. 1979; 150:580; Curr Top Microbiol. Immuno 
1. 1978;81:l) ^timMKfiimZti&o itz, tf$xn-7, &t>\ ^<7*- 
\l hheteromycloma-bJl'9 'f >i>^ H 1^ *y ^ n-^jftfl^jg^cffiv^ Zl tib s 
X*£& (Kozbar, J. Immunol. 133:3001 (1984); Brodeur et al., Monoclonal A 
ntibody Production Techniques and Application, pp. 51-63 (Marcel Dekker, 
Inc., New York, 1987)) 0 #Li«£«f^ Mz-tfm$<D%Ll5tU frb2~~3Hfe 

#£tL&i«%£PBS, DMEM, RPMI1640^Oi&*3l»iiffi«*tcjR?J3L. Xf>^ 
[0 0 2 4] 
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MEM, DMEM, RPMI-1640*£:Hl£ ^Ol&ttJHlMSffi&tt'f 1 $ — TjffllJfe jft 
«£\fcfc 1:1-1:20 TM^£«iJ?>#£T\ 30-37"CT? 1-15 
^fi^-^SCi \,z£^Xftt>tiZ> 0 fflfitt-fr*|E^*&;fcie>fctt % 
^-41, 000-6, 000 (Da) ^^'jxf-w^i; 3- ;K # 'Jt^^TJVn- ;v3ZJi 

[0 0 2 5] 
[0 0 2 6] 

i tzWBMt LT, McCafferty«b (Nature 348:552-554 (1990) ) \Z X *) ffifi 
£ tifz&ffi *m ^xm& £ tt/itrL#:7 r - v 7 4 7 J V - J: «9 4 ii#L# 

^#£J|ijt1-;2>£h^-C£&o Clackson'b (Nature 352:624-628 (1991)), S.l>*M 
arksf>(J.Mol.BioL 222:581-597 (1991))}*, 7 T - V7 >f 7*9 'J - 

VI hJfL^f-oL-^v-ir y "7'; > r?* Hi & Mil (Marks et al., Bio/Technology 
10:779-783 (1992)), fit, 7 r -3>9 <i 79 V ~ &1*tg1-* izMfj 

&bLX<Dxy\£j-hV TiVii^ Win vivofe&x. (Waterhouse et al., Nuc 
leic Acids Res. 21:2265-2266 (1993)) & W£n<b*L-CV>& 0 £ *l % 

[0 0 2 7] 
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IA (yyt^f A;ryt>f) , ELISA (ftllt^A/ v;^'/ hTy-b^f) N H 
TRF (homogenous time-resolved fluorescence) ^ i fct±^fe$&3gi£^ (Antibo 
dies A Laboratory Manual. Ed Harlow, David Lane, Cold Spring Harbor Labo 
ratory, 1988) K X *9M5eU VCI^tifrtZ i><7)*M1R1rZ> 0 

aPC/PCI TvJzJidX Z>VZ tz fiThr/TM/PCI T y -fe >f £ V \ PCI & 
<Dm&^*mtt&)K^tjifoZm$l?Z>o aPC/PCIT-7-fe-Y tit, _h|EL£, PCI 
oaPCOfg&MPfftB ©77*^*^ Thr/TM/PCIT y -fe 14, ±|SL 
fc. PClWoThr/TM^^tCt^aPC^ (PCOf&ttft) WtillP^fflOT 

-ti^>opci^ffi^Mi-^>ia«ofij^*sij^Ls ^<omm<vm 

U S^Wfc^&K* (Goding, Monoclonal AntibodiesrPrincipa 

Is an Practice, pp. 59-103, Academic Press, 1986) o *&^tglkt LTi±> ®I 
x. «T D-MEMf fc (iRPIM-1640^% v> & £ § & 0 * * U - - > ^ 

[0 0 2 8] 

K— 7^±ff (1/5 (vol/vol)) 4rfflv^±|BaPC/PCITyfe>f^^ 
v^Tli, PCI^Sn^^Olfi^lOO, V-~?igm±m<7)ttt>*) \z;ss( f 

iStt©ffl*H|-C, fttL< fi45&±, X *) ft i L < «48Ja±, i^tL< (450 
m± N i»)jf*L<»460^_t, iO#*t<tt70Ja±, iO0*L<tt8Oi^±, 
if}»4L<tt90m±Offi*fgtt«r^-r*O**»l^$tL^ o «p;§i4. ^WaPC/ 
PCIT *** K*5V>-C. i&*±?» (1/5 (vol/vol)) *OPCI®ttffi#Offl*KI** 
#t L<t445£U:, i»)«fit<H48JJIL±, J: L < {450^±, «fc 0«F* L 
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<t*60£JLk, J: 0«fi L<«70m±> «t t < li80£JLb, J: *9 £f £ L < (i90 
J^±t*^^'(7 , 'J K-^*Jfrtti"*o K - v*g*_Lvf (7) aPC/PCI T v 

[0 0 2 9] 

f&WOtfitftt±x t/L^^n^^^^it«:100%> PCI^imo^SrOXtLTtaPC/P 
CI7?-fe>f fc*5V>T, 50%ia#aj£^fiF* L<»±100^g/mlUJLT. H L < l± 

80 ^ g/mmT\ i *> 0 £ t < (£60^ g/mlJJJLT, J: *) £F $ L < t±50^ g/mlJsJLT. J: 
!9$fS L< mo^g/mimr^ J: t< ti25^g/mmT> £ *) L < t±15^ 

g/mlST, «t L< »±12.5^g/mlJlsJLTT?**o ^i±^^<Oi^mt, £ 

(DaPC/PCITvtJ K&^X* ^L#aiffi25/xg/mHC*5»t-6PCIHEL$OffiMifi^ «F 
JL< l±40%&±. <£ *) Sf £ L < t±50%£Ui> L< t±60%JUJL±, i *) tfrt 

L < t±70%jy._h. i 9 ffcF £ L < mo%&±.X$>2> 0 *li!itJL#^aPC/PCIT y -fe-f t± 

, # !i x. mm<vjj& k'$l<dx mmt & <> mfWtSL*&.x.xT 

[0 0 3 0] 

/TM/PCIT y -b-f icfev^-C, 50%IB#aU£jW* L < t±200/* g/n»mT\ X «9 £F£ 
L< {il50^g/mlJ^T> <£ *)£f£ L< (ilOO^g/mlJSJLT^ i "9 itft L < {±80^ g/ml 
jaT, i L<tt50/*g/mmT\ J:O0iL<t±3O^g/mmT, J:«3«F4L 

< i±25 / e/g/ml£)LT*C*&o vni^ll^Otfc^ii, ^ Whr/TM/PCI 7 
£v>T N tnI#:^E25//g/mHc^lt>&PCIia#<7)ffi^» s > «f * L < »±10%J£Lt, J: 
0 »S L < «±20XJ2JL±, «£ 19 *f £ t < t*30%&±, i^JL< {±40%m±, ± *9 
jfr£ L< «:50m±T&&o fS^^OThr/TM/PCITy-fe^ W\ 

t T5o%ia« k*b ^ -r * * tttf i v» 0 

[0 0 3 1] 

*#£9!<*>*itffc»±> PC/PCI7 ? -fe-f tC*3lt^PCIiaWfS&. £ TttiThr/TM/PCIT 
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, aPC/PCI T^'t'f Ki&lf%) PCI ISWfgtt, *5 i OTir/WPCI T y -fe ^ \Z £ It & PC 

m^Winommz^Lx^Zo -t^t>%^m<om^tLx^ jifaoapc/pci 

T y-t/i £ ± OThr/WPCI T y -fe -< K & Jt & 50XRa#ifeR^ *i-?*L$fr iL< 
l±100& J: g/mmr, <fc «3 «f £ L < {±80& «£ tfl50/« g/mimT. ± •) «f £ 

L < {±60£ J: TO)0/£ g/ml J*JlT\ ± «J Sf 2 L < {±50i3 <£ TO) // g/ml J*JLT\ J: f) «f 
iL< (i40*3 i ^Ojug/ml^T, J: *9 £P £ t < {±2533 i TO)// g/mlJ^T. £ <9 $f 
£ L< f± 15:33 £^25/* g/mmT> «fc *) £f£ L < {±12. 5&J: 0*25/* g/mUsTF-C** 

[0 0 3 2] 

* 0 ^©Siftli, PCIfcffiSfWBKliSltSffliSafc (KD) »4 L<{±50 
nMJ^T\ <fc <9 $f S L < (±20 tMPXT, ± 0 £?£ L < {±10 nMJgJIT. ± U t L < {± 
5 nMJTT\ J: «9#f * L < i±3 nM&T\ J: *)$f £ L < (±1 nMJ£lT\ ±- *)£?£ L < f± 
0.8 nMmT> «t tyffit L < {±0.6 nMJ£J.T> J: *)£f £ L < {±0.4 nM^T\ J: W £ 
L<{±0.2 nMmr-e*&o (ka) > j»«BgJK5£& (kd 

) , (Rmax) *ifOft#aLK*W^9^-^-tt^ 0flx.tfBIACOREfc 

[0 0 3 3] 

ttz, *&m<offiiti*, t<{±«{ci^aPco/F^tt'fb^»ij-r^>«t4 

^fUV^ 0 ^l&W<0^«±> JfiL^Ui^aPCO/F^^k^, #?£L<{±10%m 
±, i W£ b< {±15%mJi> £0$f£L<l±20%£Ui> i*)^ L<{±25%& 
±, J: *)#£ L < »±30%JsH±«J«01-&tn;^T**o -©i^ &«Jft!l l^/WiTFiS 

<7)aPc^tt*o%, L%^m&<v&cm&tmu'<)i'<DaPcm&*iQm£ Ltzmnm 

[0 0 3 4] 

^TO^jmr^5ei-^C fc^lSo 10/<g/mL£>aPC (SIGMA. #P-220 
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fllilf/N'frv K-T^*±tt) fc&VMinV- fn-^i LTj5L#£^-2 

) ciors^^jflL^ muz*- ywm&m s^i^an 

U SfcfcgffiT?— 5£l$W (fllx. 1*60530 >f^a^-ht4oAPTH^ (#!ix. 
f* DADE BEHRING, GAA-200A) 50 ^ L £ ?3S ttll - * » JfiLUt t^V^a^-^aVSTfr 
fc£^aPC<OJfiLifo&Hi$l^l*, AFnK»JnM^«lcinx.TilJ^i-^»o fllx. 
{* 37!C-e3#IBH h L£f£, 20 mmol/L CaCl2 (Mx.it DADE BEHRING 

„ GMZ-310) 50/iL&&*DU H@ o itilHrilt M 
Mm gMJ5££lg (#JxJ* Amelung, KC-10A) & iffc «fc 0 8g£1-& £ ^t? i & 

o 

[0 0 3 5] 

Mm£4>*^-YL%frvfcaPC*M&tt&<OWkmWm (a) £100%, 

mm±m) t^y*^- ftMM>^a^ > LtzaPc*m?LtzWf&<D 

4 v*^- > Ltzapc^m^tz^ommnm (c) ^wrn-^i 
±m<onm#Mmiktett'tzftm**x>z i^m^mmm%) = Kc-b)/(a-b 

) 1X100) o i©f^iv»Ji^ aPCTO^k^i-^mUf^ffl^v^JpJB!f$ 
fctfc#fc>f >^ro.^- h -^T HJfio.^T'TOmb$-^^aPC, £ i 0? jflL^ <i > * 

[0 0 3 6] 

^HW^trL#{i, 0!ixJ*aPC;£ fcfctthrombinfc OfflSffcJBS fc*i«RttfcM# 
1-*PCI«fcft otiv^ PCI*«Thrombin^ J: tfaPC £ * 

->^>l/^^ WijDt&rSftfc^fc hPCItr^lt^>Arg354-Ser355 (Su 
zuki, K. et al., J. Biol. Chem. 1987, 262: 611-616) X~$>2> 0 tfz, ?CI<DT 
hiombin^nmyimzm^-r&UtiLli Phe353> PCI<7>aPC^O^tt^P#t-^^ 
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ftl± Thr352 (Cooper > S.T. et ah, Biochemistry 1995, 34: 12991-12 

997; Cooper, S.T. and Church, F. C. , Biochemica et Biophysica Acta, 1246, 
29-33, 1995) o ^fPJ^fcvftii. flBx-lfPCI* <DZtlb<D\,*irtLfr<DT 5 J M 
*&v>(i*-4>jS# (l?flx.(?10T^ sm&PWUtiO *L2> e 

[0 0 3 7] 

tfc, PCIOtfUBO— o-e^>^aPCOfS14|5&#(iHeparin^6^T^«9, PCIOAr 
g278 y Arg362. Lys276 Heparin*^ U^PCI-aPCOffl2f^ffltw08 

4ttv^ (Lei Shen, el al., Thromb. Haemost., 82, 72-79, 1999) o t£o 

[0 0 3 8] 

K- -7 £10-20%^ v^BJfiLVt^RPMI-1640^1fe. MEM*git!k Xi±mskm^^ 

(DWjmmm-mm^m^x\ mnvmrnm* (m^37°c. 5%co 2 mm x 2-1 
&<> wk&$L*tfim'f2>tztb\,z^ m7L\tw (2,6,10,14-tetramethyipen 

tadecane) & ^fc^JftErtS^i" & i &X % & o 

'f f^nv>^77>f- > ifttf^ ^>^n7f^77^f- 77-f 
[0 0 3 9] 

tfz, *%mx\*, ±m<DijmzLtztf^xwbtifzm*<vmittZ"'<7'i) 
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& Carl, A. K. Borrebaeck, James, W. Larrick, THERAPEUTIC M0N0C 

LONAL ANTIBODIES, Published in the United Kingdom by MCMILLAN PUBLISHER 
S LTD, 1990 #PI) o Jr#^J^(i> W 7V Y--?<Drmkfrt>M&W&m*IB^ 

xmf<r>*s^w& (mm ^cdm^^m-r &<> g a*> t -r z> m>&wm®, z a - h 
-r&DNA^^tu^ an^mmcom^^mm (cmm z^-y-f&dmt 
statu citt^^^^^-^a^tPo ttzi*. tfLfawm®,* a - v-r &dna 

<Dm**^-t zrnmt ucw\ z<d±o ^^m^xrm^m^^tzm^ 

[0 0 4 0] 

; (PC19G8, PC23A7, PC23D8, PC30G1, PC31E2, PC31F1, ttzlt 

PC39C6) ^PCm^fe^^MW^I^Dg^i^^-r^^-C^^o #ij£f£\ ± 
IBo^y^n-^- ^ fc? h - 7" £ > PCI 7 ^ K & & ffl fc<2r£n 

£ct> J: ^ aPC^43 J:^y^ ^}iaPC?StttcMLT^M^O^^|L^ 

^tL^,o iOi^lc, ^»J^^L^#:OPCI^g|5fi^^Wii|WID^ 
^&-?Z>%mXlb o "C> aPCf&tt^*fi-^>PCI(7)PI#^M £ PWl" & ©te^l" 
& }±Thr/TM^#lc i & aPC£j& &PCIO MFflUB £ & 
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[0 0 4 1] 

fcvfc (PC19G8, PC23A7, PC23D8, PC30G1, PC31E2, PC31F1, tfzit PC39C6) O 
^m^^mm (CDRs) ^7t{i^ttt^fg^^|ll^c7)^tt^ll^^^-tf*rL# 

-i-)vfofc(Dcms<DT < smmmtmwLtzT $ smmmz^u pcik^l 

m^ft^ftsmm-f^jf&L, ^fc^tiN3mmfrbcm.u cdr2. cdr3^^ 
ztix^&o cDR^^tf x n (:7v-A7-^ tmift&T* ym.rni\<v$m®. 

ttfxz&o ztz&miztt"?2>m&&*m&L*i) t h 1 t ^j^^ocdrot^ 

[0 0 4 2] 

*ttTSy« (A, I, U M> F. P, W, Y, V) , HrKteT S /flt (R> D> N. C, E 

, q, g, h, k> s> t) > mffimmmzmtzT^ym (g> a, v, u u p) > tk 

Wi (C M) . *;V^*>-m®.y r T^ K**«««r*f*T^/Bfc (D> N> E. Q) , 

m.^mmmzm-tzT $ sm. (r, k, h) , 3Sr#jfe#*«iisr*f sr^yai 

^WfettSrHI^-r^ifcti-r-Ctw^IfetLTV^ (Mark, D. F. et al. , Proc. 
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Natl. Acad. Sci. USA (1984) 81, 5662-5666 , Zoller, M. J. & Smith, M 
. Nucleic Acids Research (1982) 10, 6487-6500 > Wang, A. et al., Science 
224, 1431-1433 ^ Dalbadie-McFarland, G. et al., Proc. Natl. Acad. Sci. 
USA (1982) 79, 6409-6413) 0 ^#11" & T 5 J KffMS *L&V^ ii# 

L <1±30%J^I*1 25%&rt) X&Z> 0 /BK^JOH— ttli:MMHl» 

[0 0 4 3] 

^^^*tL^>in:#^M^i-tL(i\ D(T/Y)(F/Y)(M/I)H (BB9!l#f- I 

49) > RID(Y/L)(V/E)(N/K)(G/V)N(T/I)(K/I)YDP(K/N)FQ(G/D) (@fi?!]#-5§- I 50) 
, £ £ y f GGYDV(R/P) (E/S)FAY (@e^ij#-^ : 51) (X 9 y v ^ T'E^D <b *l£ T 5 7 

3o<7>CDRf fctiCttib fc^tlfl^HI^^OCDR^^ft-^^^lf ibtL^>o 
ti(DT$y mMin t± ^ ifL#H0?>CDRl * CDR2, £ «£ OT)R3 ho Z.tlb<DC 
DR£, ^fM0HSft'BI^«J*0 7l/-A7-^0W^CDRl > CDR2, *3 J: OT)R3 

* i ^mtmmcDRt Lxftt tv>r ^ smm\\* z u ^w^^^-tttt^ cd 

Rl <h LTliDTFMH (E#l#^ : 22) SfciiDYYIH (@fi?"J## : 23) > CDR2t LTJi 
RIDYVNGNTKYDPKFQG (S£^J## ! 26) „ RIDLVNVNTKYDPNFQD '. 27) , 

titit RIDLEKGNI IYDPKFQG (@B^J#-^ I 28) ^ CDR3«h LXlt GGYDVREFAY (WM 
#-^:32) . tfctt GGYDVPSFAY {WMWft : 33) i>m^hfL%> 0 ifc, ±ffiO 
&CDR<D Ml*, iitli ^fc £ BfcS5 L T *> J: v» 0 fll & J£\ #CDR<^ T 5 

tJi^H^O^^^tL^o J: fl^ffcWKti:, #CD 
R(± N <=E/ *n~*->Mffl;fr PC23D8, PC19G8, PC23A7, ttzit PC39C6 OHSKOCDR 

i, 2, & x m<Dm.fr&fr*t*m^ %>z.t &x § z> m 5 #m) 0 ^fi^<omi$- 

[0 0 4 4] 

:H J f^o LiftCDR t LTii, ii(f SA(T/S)SS(L/V) (I/S)YMH (@B?iJ#^ I 5 
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5) . STSNLASGVPA (@fi^J#-S§- : 56) „ & J: Z/RSSYPFT (mm^ I 57) 

<b & & cDRt ft ci *t ^ £ at gift k iwi^ocdr^ fc-fr Z> Z t tffi t 

L^o *iif*l07 5ySBE«^ ffiflSLflltfJCDRl, CDR2> OT)R3&c3tfj£1" 
Rtt, WSIOIJI'B!raS«Jji07V-A7*-^OHlOCDRl, CDR2> i5 itfOHBtefflS 

i i)*#^^fl^i-tt(f. emit LTf± SATSSLIYMH (BB?!I#4§- I 37) ttziZSAS 
SSVSYMH (@5^iJ#-^ : 38) „ CDR2i: LXit STSNLASGVPA (@2?!i#-S§- : 42) . CDR3 
tLXit RSSYPFT (@B^lJ#-^ : 46) v> P> ft* ^\ Zflh KfWR $ *L& 
[0 0 4 5] 

o X , Thr/IMffi#^U <t & aPCfeiS KfcH" * PCI O If#ffl 4r ffl*-f & fiHt *3 J: t>* 

o 

(a) mm^'.W, 50, *5iD f 51lCf2mOT^ym@£^J^'b^^*Bffitt^lI 

(b) se^ij#-^:49, so, &£v*5i<d&i&<dt $ smzuftMwmLtzmmfrb 

( c ) @e?ij#-5§- : 49<7)3^i^rt, ee^m-sf- : 50O81@^i*k * : 5ico 

5lHJsHrt O T ^ y *m> &3ci3 «fc 07 £ tttfjq $ Ktz T < J WBfflfr h % 

( d ) @S^iJ#-^ : 49> 50> *5 <fc 0*51 £ *ft^*i70%JsU:O|l|— 14*^1"^ T ^ y 

[0 0 4 6] 

( c ) K&if& r ^ j m<D&mm±, ntv< amm-^ : 49<7)2ismi*k $ 

L < (i6«Jl|*k £Mc#f£ L< li5l@mi*K Zbizftt L< (i41@J^F*3> 
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(d) Ic^Jt^ra— ttti, fiFf L<{i75%&Jt, se>tc#3 L<te80%M_t, £ 
<b KftZ L < &90%m±, £ £>&c$f£ L < tt95%JSL±"e* & 0 
[0 0 4 7] 

ku-t h pcio mwrtm * mm~r zm&z^irz mtvis tti&o 

(a) mm^ : 55, 56, &£vt57\<ztm<DT < ;mmM-b%&mm&®:7zm 

Mo 

( b ) n&m^ : 55, 56, 33 «£ ^570^^(7) r 5 y BRSr^WBSI L £ 

(c) : 55<7)5mvM, m^m-w: 56<DsmM, & * tfEww- : 57^ 

44iMi*i r ^ y ^^43 * ays ttftira $ fitz r < j mse^J frh* 

( d ) @2?iJ#-t I 55. 56, <fc £>*57 ^ tt^tt70%m ±.<0 |WJ — 1£ £ ^~$-%> T < J 

[0 0 4 8] 

(c) ^»t*T^y»«!>gJaKSfett, t < »4K3?!l»^- : 5504«^rt, £ 

&o SfejfJK i±K^I#-^ : 56<&4ttJ£JLF»3, $ fc£F£ L < JiSflJBlrt, $ h \z 
£P£ L < l±2«lft, £ £ Kft* L < l±mr-$>2> 0 t tzUt L < «SB^iJ#-t I 57 

) tcfelt^) RI— ttt±, ffiL< te75%M±, £ t L < l±80%&±, $ <b 
$f $ L < »±90%JUJLh* $ h Ktfr* L < i±95%J£JUt-e&& 0 #K> -tfaoHafcUffi 



[0 0 4 9] 

Stofcf^Otffrlfcfc Ltti, RYWMS (@e^!l#-^:52) „ EINPDSSTI(N/T)YT(P/S) 
SLKD (I5^ij#^- : 53) , is X l^(F/L)FYYGTPDY (Bfl^J## : 54) OT^ y^SE?!] 

^ & &cdr t j* ^ h t mm Km^ocmzm-t & mfc&mi % « -tie 
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tmw^ trti-etuoTs swvbs&h*. &#mocdri, cdr2, &j:OT)R3Mi 

TFrttilX. CDR1 tLX JiRYWMS (E?UfH§- : 24) , CDR2<h Ltli EINPDSSTINYTPS 
LKD (E3F!I#-^ : 29) EINPDSSTITYTSSLKD (E^IJ#-^ : 30) > CDR3t LX 

it FFYYGTPDY (E3W^ : 34) ttzit LFYYGTPDY (mm^r : 35) ifimfbfr* 
o y * O - ± )V%m PC30G1 * tz »±PC31F1^>H0[OCDR1. 2, 

Zf3<Dm.fr&fo J &*m^Z> :H s ti^ 0 ififcOSMfcfi, PC30G1 £ 14PC31F1 

x.ti" KASQDVI(V/K)AVA (E?!!*-^ : 58) , S (A/T) SYRYTGVPD (E^J#"t : 59) , 
is J: CWffSSPPWT (E^J#-^ : 60) <D T < J WS&W h*Z> CDR3 tz it Zti h t =® 

fcufclilOCDRl, CDR2, & ZXFCDmzMJ&'TZo ttz, Zfih<DLfflm&l*^ ±13 

mmtim^LKm^x^a^o mcmt Lx&t L^T<;mm$Z£*)&fc 

mizm^i-fiif, 0)R1 tLX it KASQDVIVAVA (@B?iJ#-5§- : 39) t. fz tiKASQDVIKAV 
A (EyiJfH-:40) , CDR2£LTf± SASYRYTGVPD (E^J#-^ : 43) 3: fz liSTSYRYT 
GVPD (EyiJ#-§- I 44) , CDR3t HYSSPPWT (E?0#^ : 47) 7& ? ffiv>ibtL^, 

^ Ztlto<D%fflKitftmZtl%^o 
[0 0 5 0] 

oT> Thr/IlflS^JC «t ^>aPC^^^-t^,PCIOia#fPffl^|?a«i-^fStti3 i 

( a ) WZm^ : 52, 53, & <fc #54 KE««> 7^7 mE^iJ * & ffl*fteBM£« 
(b) E?iJ##: 52, 53, ^J:t/540ttiftWT^ygR«:iS#6<l1SifeLfeE^t> 
( c) : 52031@mi*I, E^iJ## I 53<Dmi>M, &£VJSffltt : 540 

smMor j mK em, x w* tzitmn ztitzrs.; m&\\& h & 
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(d) mm^:^ 53. &±V*54t^ti^ti70%&±<nm-'&*Jkir2>T^ S 
[0 0 5 1] 

(c) K^t&T^m^Sfe^i&ti. 0£L<f±R?iJ#^:52<^2l@&I*!. $ 

L < li6l@&l*I. SMcjfrS L< 1*5^1*3. t< £410^1*1. Sfcfc 

\^<\tmWH> ZbKft* t < ti21@&l*l. L<teU0-C&3o 
(d) ^i3lt^>|WI-tt(i> 0 2 L < {±75%&_t. $P>lcSfiL<(i80%^±, $ 
fcfcSPS L < fi90%J2Lt. L<(i95%m±-Cab^>o 
[0 0 5 2] 

( a ) : 58. 59. i3 X XfiGOK&WW 75/ StR^J^ £ *ffi*tttft36« 

(b) RyiJ#-^:58. 59. 33 £0*600^*0 7$ y^?r^#^emL/iR^I^«b 
( c ) R?iJ#-t I 58?>5fEJ^I*]. : 590>5flJBlrt. £ J: IffinW^r : 60<7) 

( d ) mm"$ : 58. 59. & x mo t **LW7o%&±oH—tt&;£?-& r < j 

[0 0 5 3] 

(c) K&li&TZ ym<D^mW^ ftt L < {*R^iJ#^ I 58<7>4«l|*l. $ 
<b fciif S L < l*3Wl*!> $ t> Kftt L < mWM, £ 5> fc# 4 t < »±HHT?afe 
&o 4 fc$f £ t < i*R?iJ#-5§- : 59<7)41®J^|*I. $ e> £#4 L < li3l@&rt. $ £ K 
m- 1 L < te24@mi*J. $ <b tcjff 4 L < t±lfl|-e*&o 4 fc#4 t < l±RyiJ#-^ : 60 
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) £*5»t * m— ft t L < (i75%JiLt, L< {±80%J^±, £ h K 

iftt t<^90%J^_h, L<{i95%J^±T*^)^»o #K, ±IS<OHiI^M 

[0 0 5 4] 

tfc^^co^i: LT(±, TYPIE : 25) , KFHPDNDDTNYNEKFKG (@£ 

^1J#-^ : 31) , & X t/GHDYDYGMDY I 36) <T)T ^ J WLWZW* h £ &CDR 

t t± i tL t> t Mtfj £ |W)^ <7)CDR£ & tfMfaWlf *l & o _hffi t R&K , 

^tirti<DT$ smMmi*. tfimmvcmu am, &xxfamKmmir2> 0 £ 

*Lh<F>fom$, PC31E2hIWI^OPCI^S]fS14^^i-^-^^#$tt^> 0 
&\ihmCDRt Lt, mil If KASQSVDYDGDSYLN (@fi^J#-^- ! 41) , GASNLESGTPA ( 
@E^'J#-^ I 45) , & X ^SNEDPPT I 48) <DT 5 / <b & &CDR3 

^/mse^Jii. ^LilcoCDRl, CDR2, is X TO)R3 K*fj£-f & o 
[0 0 5 5] 

o 

( a ) n&m^- : 25, 3i, x m6Kmm<7)T $ j wmu- h tz &*BM14&7EfI 

(b) ss?ij#-5§- : 25, 31, &xm6<Dfrm<vT z ymz^Mm&LtzmQfrb 

(c) mm'B- : 25<D3imm, mzm^ : 3i<D8mvM, texzmtm^ :36<o 
sm^mor^ym^, fiifc, x^xxf/ttzixmn^titzr $ ynmwfrb* 

(d) 25, 31, *3J:^36^^n-Pn70%J^±c7)|WJ— tt^^-r^>T^ y 
[0 0 5 6] 
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t < 1431S&I*!, *t>lzmtL<l*2m»M> ZbltZftt L < {±HB"T?£>& 0 tfc 
( d) H*5»t* EPS L < te75%£JLL, $ <b fc» t t < i±80%£Lt, $ 

f> * L < fi90%JiUi, $ h KftZ t < »±95%£JLLT?** 0 
[0 0 5 7] 

/ram^#i- i & apcfe^ &?ci<D m^ftm & m&-t %> x wt tz ^ap 
cmmznir^?ci<Dmmi^mimmir^m^^i-^m s ^titi^o 

Mo 

(b) SE?iJ#-5§- : 41, 45, &£mS<D&M(DT $ sm*feftftWW:Ltzmi\frb 
( c ) @B3«-t : 4105^1*1, IE^iJ#^ I 45<7>5lSJ^I*k *3 i W^ff : 480 

(d) @e?y#-5§- : 41, 45, ^itwsfc^^^oxjaiora— ft^ttar^ 

[0 0 5 8] 

(c) KfcitarSy'BoacjejfcWu #t L < teK^J#^ : 4io4«Jlrt, $ 
t)i:«f$l<fi3im $?>^«Fi L<(42lHmrt, $fcK$wP*L<J41flre* 
& 0 * £03; U < (4BE?!l#-i§- : 4504^1*1, $<bK«P£ t < (431SW3, %h\z 
ftt L < Ii2fl&l*k $P>fcfiFiL< t±HH-C*&o 4/S*f*L<ttBB9!l*^:48 
031B&I*!, L< {421®MF«3, 3 $>fc*f £ L < tiUTe***, * (d 

) £i3»t*H— tt*4* L < »±75%JSLt, $ *>tejtf£ L< (480%J^±, $<bl- 
L < (490%J^_h, £ e> L < »i95%£Lf?**o ±fB«)H«MS*& 
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[0 0 5 9] 

5 ;M*^i-2>&fc*^- Kt"&DNA9^:/7 V-£fPM1~&o iW7-f , /7 1 J 
[0 0 6 0] 

fcMELfc»fig^!*;lSttfls (Chimeric) H Mtft ( 

Humanized) ^^fffltl^o dft^&«L#Ji. BEfcl^fcfc&fflv^T 

mil, mm<D-%mmt&tKYtn i ®.<Dmm, mm^mM^h^^mm^h 

[0 0 6 1] 

UlWl^ (reshaped) fc fciftStU t hW<0B§?Lifr 

CDR; complementarity determining region) H hifr&^^SIftti&^fK^l-S 
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Jones et al., Nature 321: 522-525 (1986); Reichmann et aL , Nature 332: 
323-329 (1988); Presta Curr. Op. Struct. Biol. 2: 593-596 (1992)#J&) o * 
##HCfi N T^tnHifcOCDRfc \L hfcvfcO? V-A»7-^^it (framework regio 
n ; FR) £ mm-t & <£ 9 Klfcff L 7tDNA@2^!j * > £ * - 9 u> 71" & 

m&m&^E? 239400. SI^#^ffiM<Zr§B#-f-W0 96/02576 #fis) 0 CDRfc^LT 

OT^/flrftlT^iv^ (Sato, K. et al., Cancer Res. (1993) 53, 851- 
856) o 

[0 0 6 2] 

Ztz, Y&Lfcnym-ftfebtobtiX^&o WUX, in vitro 

(#^i-59878 #bb) 0 %t z> t htmrntez-o—ut 
tz\t^x(D\y^~ vv-zm-fz y^y^v^^y^ (Tg) wm*$m."?%teir 

2>Z.tXffim<7>t YtK®.*'m%1r&Z. ttfXZZ (Nature Genetics 7:13-21 (1 
994); Nature Genetics 15:146-156 (1997); Nature 368:856-859 (1994); @^ 
#fpffi^<Z:^#^-W0 93/12227, W0 92/03918, W0 94/02602, W0 94/25585, W0 9 
6/34096, W0 96/33735#J8l) o Z<D X 7 &Tg«Hi, ^ftWfctt, bPgfLI* 

AIM# (Yeast art i f ic i al chromosome, YAC) ? £*JfLX\z h %M 
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• 

[0 0 6 3] 
[0 0 6 4] 

^M^ibtitv^, i?jx.if, b Ytm-^mm.^— *m&fc (scfv) 

o #lH Iw^-f & scFv<7)DNASe?iJ^9! K & *U£\ & %MS 

#1" & Cl £ § & o £ *l ^^^{igE^^-e^ *) , WO 92/01047, WO 92/207 
91, WO 93/06213, W0 93/11236, W0 93/19172, W0 95/01438, W0 95/15388 £# 

[0 0 6 5] 

o mW&^LTte. (1) BifL^m, mx.it. CH0, COS, BHK (b 
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aby hamster kidney) , HeLa, Vero, (2) M£.fflMJ&* T7'J*7^** 

^wmfflffl., **vM± (3) &&mm, mz-tf* sf9, sf2i, Tn5&£\ 

itljjuteZaymfctfmWbft&o Hi»fcLt(i, -nf-f Ti~ (Nicotian 
a) m, ^Ifiaf-fTt • 9>*1J& (Nicotiana tabacum) ft5fc<^,«/^£fl£> 

y * n § -b^. (Saccharomyces) ^ ftlxJ;?^ y * n 5 -tr^. • -t V fcf v.x (Sacch 
aromyces serevisiae) > ^:fcB> ^llx.^ 7X^;l/f;i/^ (Aspergillus) JR. 
^Jxjrr*^*^;* • (Aspergillus niger) ^t^mhftX^^o WL 

mmm^mir^m^ mmmfozm^ &<> mmm^tLxa^ ± 

mm (E. coli) , OT^etiT''^. iti^otti:, BKjfc-J-SJfctitfl 
[0 0 6 6] 

*mw<Dffifcv>T j v*4 fh\^x\i.mm^<. mms igG (i g Gi, igG2, 

IgG3, IgG4) , IgM, IgA (IgAl, IgA2) „ IgD&& VMilgE^tf^f bti%>1)K Sr 
4 L< fiIgG£7tf±IgMT-&& 0 tfe**WO*lt#«i^ ^^^^^^^1"^ 

, feL#coBfM-t LTli, Fab. F(ab') 2 > Fv, 4 fz&mm& <£ tflg»W>Fv&jga§a: 
U ^^-tlgH^^VWx^f VFv (scFv) , diabody (diabodiesK B. 

(i> &mtt&mz&fr&x.1fctebLX&mi*&&Zb^&i>^^&%> (Mori 
moto et al., Journal of Biochemical and Biophysical Methods 24:107-117 ( 
1992); Brennan et al., Science 229:81 (1985); Co, M. S. et al., J. Immun 
ol., 1994, 152, 2968-2976; Better, M. & Horwitz, A. H. , Methods in Enzym 
ology, 1989, 178, 476-496, Academic Press, Inc. ; Plueckthun, A. & Skerra 
, A. , Methods in Enzymology, 1989, 178, 476-496, Academic Press, Inc. ; L 
amoyi, E. , Methods in Enzymology, 1989, 121, 663-669; Bird, R. E. et al. 



tBSE# 2004-3010900 



^pl 2003-011529 ^ ^- v : 33/ 

, TIBTECH, 1991, 9, 132-137 #J&) o 
[0 0 6 7] 

it (CDR) ^tBUfPffiU V H -V L ^^-7-<7)^M^j5LM^g|5&^?FM-r^»o EP*> 
^L&tf s <b> lo<£>Rj-^fgit (f fcte. WJ3#^£3o^CDRO^£^trFv<7) 

(ig^^cDR^^ $ iLtfts * mm U t£*J £ *Tt * #C#0 Sf fi* * 

[0 0 6 8] 

»0O#UtCfifS<b-r*7t:ie>tC TFcJ t Wtt^SffM-^C^o Fab'ifJt 
f*> fiL#Ot IS fci±**Lj&LhO~>;*-r>f >*-£trS$iCHl«SW> 

£FabTOl#fcffc-r&o Fab'-SHti*. 5£Ht^JtOl£ fclt^fUSLtOS/;*^* > 
mmtmMO^*-)l>mZmirZ>Fab'*7r;-ri><DT-$)2> 0 F(ab')Ufm*, F(ab') 
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> Rl>\ ^*)OSlJ&©fJt(pFc' tmttlZHmhtlho If&WK&^X, ^7"v 

e>t>E#Wf>T-4:#«l-t-aifc<>-C#*o £^ »If<OH±J: •9lt:^F(ab , )2-SH 
ah, Bio/Technology 10:163-167 (1992) ) 0 $ «b K t fzWX&t LT ti. F(ab 
[0 0 6 9] 

C<^<t9^^?-(i2^<7)irtJ!E : l:^-a-1-^>^0-e^-?>^ (EP^. Zim#*tetfc# (b 
ispecific antibody)) . ^|&^^i3lt^ r^#^t£#t#U l±, ■e-sfc.JBLh^x.tf' 

&li£:R^<b& ifeti^i^^t/LfrOBfM-^x.^ F(ab') 2 -#H 

(Millstein et al., Nature 305:537-539 (1983) )o £<bK> stfSTX^W^ 
J: ij rS#^teffitf:£ffc«'t& £ & nSffi"C&2>o JMWKli. fe^^te* 
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[0 0 7 0] 

?<<TtfT<t (diabody; Db) ii, stfis^l^K J: *)WZk**-iZ^M (bivalent 
)Ott;#Wf>T-SrJ8-f (P. Holliger et al., Proc. Natl. Acad. Sci. USA 90: 6444-6 
448 (1993), EP404,097^-, W093/1 1161-^30 o — $0^?* 7**7* >f ii, 2*«># 

i) vmfrbMi&zti&y j ^M^f mi±^, mem* 
xmm^nm (v L ) %.Tfmimgmm(VH) i>> §= & vM£ nffiv^ #j 

fi^tn^tt^^o Cl<Oti2o<Ol4StfLl(a, b)fc*tf*VLfcVH&VLa-V 
Hb Vi>-VHaOa#*>^r-e553l3iei£0 U > * - & O £ |WJBH~§&5! £ 
tnS^I^Dbi: LXfrBZfr&o *§kWOijifct LTli, CO J: -9 &Db"C&o 

[0 0 7 1] 

(scFv^&ffiic-f &) fiL#<oM«Y*i*fcft«V«i«fc*jljBf"t 
^^fcCJ: l9#<btL^> 0 scFv^l&^l'OV^TCi, Pluckthun fThe Pharmacology 
of Monoclonal Antibodies] Vol. 113(Rosenburg&0 5 MooreiSiK Springer Verlag, 
New York, pp. 269-315 (1994))#HS 0 ^mtmim^m 
\,Z&^XMftX$>2> m*.&, #S#«m 946,778^ ^§#1^5,260,203-^ 
> *S#^H5,091,513^ *S#S^S5,455,030-f-^*#BS) o Z<DscFvK &\,* 

LTiSI§£*L& (Huston, J. S. et al., Proc. Natl. Acad. Sci. U.S. A, 1988 
, 85, 5879-5883) o acFvlz&\1r&m.fflffi&&ZV t 1£8Nffl&li, m—<Otftm* 
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Z7J4^-tt*t&fr&t>^XWf&+Z>Z.t\ZZ t)&btl&o ttz, — B. S cFv£ 

Atli, %m(D\%M%ah LT, *'Jxfl/V^'j3-^ (PEG) QW&mftt 
[0 0 7 2] 

-5> £ t^"C# -?> (Strategies for Protein Purification and Charcteriza 
tion: A Laboratoy Course Manual, Daniel R.Marshak et al. eds. , Cold Spri 
ng Harbor Laboratory Press (1996) ; Antibodies : A Laboratory Manual. Ed 
Harlow and David Lane, Cold Spring Harbor Laboratory, 1988) ZLfibK 

iffl^n7h^57-f-, mM?w vr^yj -mwrnf - 

*Lfc<E>*n-r HPLC-^FPLC^O^ffi^n-T h ^57-f -£ffiv>T 

fx 9 iWi-So 77-f-f'f-^n7h^7^-i:|v»i*5At LXi* 
„ 7°nf^>A*7A, T'Df'f >G*9A**^tft>tt^ 0 #)x.(*Vnr-f >A# 
7A^ffl^fc*7Ai:U> Hyper D, P0R0S, Sepharose F. F. (Pharmacia) ^ 

T&mifbtL&o *tz&iMzmfc<kLtzmfc*m^x, ^m^m^^mmLx 

[0 0 7 3] 
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*»WOtft#fcPCIfc«r»»$**xe*^tr. rci<7>flHfc*fi#f 

&o *»9!Wfit#«:PCIfc»»$-e:*ii:JcJ: ^ PCIJcJ: *aPC£j§fco|fi#:j3 J: 

[0 0 7 4] 

fcjWIBfcfcSo *»W*4, #fl»Ktf>ffi#£&-5-"taXg£3'tN JlitfftftQSft: 

o *m$(n%m*^%}$Lfrt Lx&m-r2>mmwkM*m\<*z>z£K£ »k apcic 

JfiLllfl*IIIIII (Disseminated Intravascular Coagulation; DIC) IjeMW^ 
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[0 0 7 5] 

xoxmm^^mB^mfhfi, *&mmmmtikm. mm^m, dic> 
tzitaPc<Di$imz^^m^mMmz±^^^:^tzibKmmx^y), ztuzx 

-fy^f-y ? % t*<D%l%mfc. 7U*i/7)vrj X? (FD) , =r>v^j>-rV.X 
* (CD) „ X? (DVD) „ V ^<7) 3 > If a- 

ii L T fi^ I' if •? * it & 3 o « £ f£^7F» t±SiJj& 4 tz J4URL& if 

[0 0 7 6] 

tLXte, Wlilf, — iIJCO§#mi kg&fc«90.0001 mg^^lOOO mgO^fflt?^ 
t^TOT'ab^o **v>tiu fllx.^ Jfc#*fc I? 0.001-100000 mg/bodyco 
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[0 0 7 71 

*%&W<D$LmZ. IfrmKfe^xmmt-f&ZttfXZ mz.&. Remington's 
Pharmaceutical Science, latest edition, Mark Publishing Company, Easton, 

u.s.a) , mmm^tm^^im^^wttzimM^m^tf^fDx^^ 
tuk m^mmmmw (peg, Tweenm , mmu mtw±n (r^n;v 
\£ymm > m&w, m^w, «#*k mmn (v>m. ?^>m, m 
, *i«-ym (Emm) > mmm, mwimh mmu ?§■ 

italic ttz, ^<om(o^^-mo^v^<^h\ jflLvtr;v7^ -tf? 

v;i/tfh-;K D-^>7-^> D-^-h-;w i^k^ h >; -y A^tf ibtt, )g 
03x.i?7^3-jv (jr_^y-;v^) , ^i;r;vn-;v (yntf 
Wx^Jrj-;K PEGH0 , * >14^-M^«J (#y v;W<- h80. HC0-50 

[0 0 7 8] 

J), 3 n^f F 7 J a-'J - y^ f a ('j *'v - a, r;v^5 >^ ^n^y 
^7% Y^^nx7;i/^ 3 > N t/tWt/*^-b^)tf^Ctiti 
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& ("Remington's Pharmaceutical Science 16th edition", Oslo Ed. (1980>-^ 

(Langer et aL, J. Biomed. Mater. Res. 15: 167-277 (1981); La 
nger, Chem. Tech. 12: 98-105 (1982) ;*@#i^l|3, 773, 919^- ;^#frffil^ 
^(EP)H58,481-^-; Sidman et al., Biopolymers 22: 547-556 (1983) ;EPHl33, 
988^-) o 

[0 0 7 9] 

ittX&ffiZffo Zti>^x.btiZ> 0 &tt&tLXl*^ naked^X^ VK£Z> 

fcLtfEtS^ (Adolph f^^J^yyAfeJ , CRC Press, Florid (1996) # 
bs) % ttzit, nn^ K^^otf-Xfi#^tt«(W093/17706^) trlSt#1- 

^#^M^^^^>^^) tiWitm^ftio ex vivofcfc 
K'jr;-AF7>X7i^y3>, Stf^Wifc (*Sifm#4, 945, 050^) 

, otto** ^^mm^mmLxmm^^L, mmm^mm^wmxt^^t 

[0 0 8 0] 
MM*] 

[0 0 8 1] 

imam i ] pcina^ * 9 - o«® 
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^ftPCIitfc^ ? n - - > 7 liJilTO ^^fv-^ffl^ £PCR& £ £ o T^f o 

PCI-up: 5'- ACG AAT TCC ACC ATG CAG CTC TTC CTC (ie^ij#^ : 1 ) 
PCI-low: 5'- CTG GAT CCT CAG GGG CGG TTC ACT TTG C (IB^J#-^ : 2) 
Human kidney marathon ready cDNA (Clontech) ZMMfc LTJifS7'9 J v — 

f)PCR=S:ffV\ 5'3df&KEcoRI@e?!k 3'*^HBamHI@e^!l^^o^0RF^^tfPC 
iS^i^itiliLfco itipg^tt/iDNAIffJt^ EcoRItBamHraittU IIIK 

^ * - &pCH0I?>EcoRI hBamHI£J$r£l${£ ICjf A Ltz 0 >? - ^^PCIit 

TpCHOI-PCI^ * * H*H£5£T L^o (m 1 ) 
[0 0 8 2] 

t fz. Flag? ^# #PCI (PCI-Flag) 9 9- <Dmm\$$>XT<D tH^ff^ 

tz 0 pCH0I-PCF^*-£#fM&~LT> PCI-upS.m , CI-low27 0 9^^-^fflV^TP 

cr^t wcmittvmmz'if-o tz 0 

PCI-low2: 5'- TTG GAT CCG GGG TTC ACT TTG CCA AG (SE^J## : 3) 
CI ODNAifK- £ EcoRI hBamHI-eMfl: U ^n-->W> Oig^HFlag* ^ 
&#olfc!MJfef&3i^ * -pCH0II-Flag<7)EcoRI tBamHIiTOgB{£K#A Lfco 
m*@S^iJ^miS t> pCH0II-PCI-Flag<7)«|g£^T L£ 0 (0 2 ) 

10 0 8 3] 
1.2 PCIioJ:m>CI-Flag^^MB^^^ 

pCHOI-PCK pCH0II-PCI-Flag^-etL^tLPvuI•r^ift^ mMtteft-ofZo Z<D 
DNA 30 gfcCHOM (DXBll^) tcx. V 9 h n *° V- v 3 £ *) L/c 0 

*<*>|fe. IHJ&£5 % FBS (GIBC0 BRL CAT#1 0099- 141) ZmnLfz a (-)MEM 

(GIBC0 BRL CAT# 12561-056) -C*&*U PCI&& W±PCI-FlagH£ki* 
<Dmk*ft<?tzo Z<DWLm-Tz%h*itzmmm*. i«Jg50 nMh&&£?KMTX& 

udx.^iwi^t^«l, ^m^mm^m^LLtzo pci^ura-Fiag^imte 

JfiPCI#L# (Affinity Biologicals CAT#GAPCI-IG) £ffi^T?iML/c 0 
[0 0 8 4] 
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[^ife^2] PCI-FlagOfjfM 

PCI-Fla&Sf&SOKfl**, n -^-**h;l/ ( 1700 cm2) %%^ X5 % FBS^^ijn 
Lfza (-)MEM («K***) ^4"T^#^^o/co «^rr>^;vai>h t c^ 
^t-e^# (3?r, 0.5 rpm) Lfcf^ JtfPBSK X *ft**frv>> CH 

0-S-SFMIIi£ife (GIBCO BRL CAT#1 2052-098) *i^L72l3W**Lfco 

aLTJSlTO«WK:fflv^ 0 #*±j»*o.05X Tween20£Hrtf50 mMH;*jfg« 
(pH7.0)-eTO<fcL7tCM sepharose Fast Flow #7A(Amersham CAT# 17-0719-0 

aCliK#200 nlU:** J: dtf*U 150 mM NaCl£0.05% Tween20£Hrtr50 mM h 
V xm®m(pWA)^mitLfzAnti-F\ ag M2 agarose affinity gel (S 
IGMA CAT#A-2220) fcfebllLfco *ffili0.05% Tween20*Hrtfl00 mM -»« 
« (pH3.5)»CJ:*fi^ *§tB®5HtlM h y ^iMfjft(pHB.O) KT, fcfcfc* 
*DLfc<, PCI-Flag^^tfli^^O.05% Tween20£^-fr50 mM V >mig«( 

pH7.0)T~WftL*:CM sepharose Fast Flow#7AK«tf£, 400 mMONaCl^^- 
&n^*-e*ffi*ff9Ct*CJ:0**il»«:ffofe o $ KCentricon YM-3 ( 
Amicon) W*iMW»*fxv^ PCI-Flag*ll«Lfco W<*|±SDS- 

£&^**>fl?;f/rKJ; OflfcBLfco (03 A) 

[0 0 8 5] 
[^J&fll 3 ] PCIOffi« 

PCI»5mcB0»*, -tfSIiW?)^ y£ l:tn-7-^f;v (1700 cm2) *fliv> % 
*&*±tf£iP!»Lfco ^*-hrt^0.05% Tween20£^-fr50 mM h V J*ifi®?£(pH7. 0 
LfcOI sepharose Fast FlowK«]U mmt, 400 mM NaClSr^frH 
*ftft£J: 0*tttLfc. PCI^^tr®^^0.05% TweertfO^HrtrlO mM V > 

■WM*<pH7.0)-C3 MM bL7feHiTn W Heparin HP (Amersham CAT# 17-0407-01) 
*9A*C«JDU RflFtttCIUCiaft (0 mM^fclOOO mM) £_t|?L$-*r& d t K X 
*>?£ffi£fro*o #aiH^«rSuperder 200 26/60* 5 A (Amersham CAT* 17-107 
1-01) KjRftlU mtftotMLft, mmjzm.01% TVeen 20£HrtfPBS 
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(PBS-T) fcffiufco £*t*2IIIjjfcljjgU PCI**»«L^o fiSDS-P 

jlx? >m%f-cmw t/co (m3B) 

[0 0 8 6] 

4 ] pci & Dfg-tt * n-zffipcmfavi'pm 

4.1 taftfta^wri; k— y^ aa 

£W«U FCA |7n^>h^7y' a /ryh (H37 Ra) >Difco (3113-60) 
h ^-f-f y*>y:x (cat#231131) } ^txv^y a y-ffc Lfc i> <D fcj&Tfc 
&#U 2aW^H50^g/headt35r*±-9*cW*L/it^>*FIA |7n^f>h^ 
KDifco (0639-60) h >T4 v V > (cat#263910) } T 

EtfTV^ ^^tcov^rJiSOyug/headt^^i^^PBS^^LJlli-M^f 
fct&TKlfc-S-Lfco PCI*0.5,«g/ml, 100^ l/welltrn - h Lfc-tf A y 7*1^— h 
*r/flv>;fcELISAfc.fc ^PCIt3^t-^Jfcrt^^#» s ±#tTV^<7)^lifS^ No 

5in-vfflJ|^itv9^1PMWBlftS:S^U PEG1500 (n->a • >?4T>f; 
*T4 v?^ cat#783 641) fci Ufflfl&tt^fcfrofco -ett-rttv^^fi^o^ 

-fTV K-^J±96^^yv-M6^-ro^L^o 7a-^ 3 >§gB <£ *)HAT 
igife |10%FBS / RPMI1640 / 1 x HAT media supplement (SIGMA CAT# H-0262) 
/ 4% BM-Condimed HI Hybridoma cloning supplement (Roche CAT# 1088947)} 

-?mn * Mtfc u 7a-y 3 >^io b a K-mm±m lelisa* * u - - > 
y*n<? tzo elisa* * v -->w±iiitj&<Dimmm&tmmzKi*o.5pigMi, 

100 V 1/well-Cn- h Lfcf Ayy'l— h*M^Tffo7t 0 
[0 0 8 7] 

4.2 'J >^ 
4.2.1 ELISA 
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HH£ * * * * L24 * a. * •/ lx - h fcjfcfc l 1** * V - - > rr-OlXB 

«^«rfl*?*^o3tl79«ttlff*±«f*@JRL, «BlS«5«#0**ff-3fco lllfl 
OR^^^ofc^i^fe^W^fri^Jc^i-SSl^n-^^a: 

[0 0 8 8] 

4.2.2 aPC/PCITy-tr-T 
aPC/PCIT^-fe^tCi^PCKc^-i-^^fSttOSlJ^^, (50 mM Tris 

-HC1 (pH8.0), 150 mM NaCl, 2 mM CaC^, 0.1% BSA, 5 U/ml Heparin) fc^W 
yi; 7<7)^±rti^{iffl«#: N 35.^5^ g/ml PCI *«s;bn 1^37^ 30^ 
UlIfiLfco 0.25/zg/ml aPC£^iJDLTS&fc37t^ 30^nSL/c o 0.4 mM Spect 
rozyme aPC£$UjD LMfflt?2l$WfO&$*fc& % 405 nnrCtfrfe L7fc© (J^±. ^ 

#Uov»T, aPC/PCITy-fe-f Srffv^ PCIfiHfcW *i& £ J; 1) aPCf&tt 
§ ti& ? n - > <a jgtfeSrff o £<, PCI *f»jfnMteJ&*Sftj&> ■=> ^ n - 
>*&H#fcl6*n-;/«r»KU i§*±rf^<b Protein G# 9 A £Ti/bfli:«>» 
**frofc 0 ilL/«^fflv>t, aPC/PCITy-fe'f'HTo 16* n 

[0 0 8 9] 

4.2.3 Thromb in (Thr) /Thrombomodu 1 in (TO) /PCI Ty-b-f 
Thrombin(Thr)/Thrombomodul in (TO) /PCI T y -fe>ft: «t *PCIfc^-£ rfijfpfgte 

OSUJc&ii. (50 mM Tris-HCl (pH8.0), 150 mM NaCl, 2 mM CaCl 2 , 0.1 

% BSA, 5 U/ml Heparin) iCjftjK&fls 5^ g/ml PCI. 2 nM Thr> 10 nM TMfc^O 
L"C37°C> 305rmULtz o 0.73,=zg/ml PC«:«SJD LT $ h K37°C, 505Min?fiLfc 
^ 0.875/* g/ml argathroban£tnj&T^&#.iLL;fco 0.4 mM Spectrozyme aP 
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C^^BllfiWFIKJS^tf:^ 405 nmtML^o (J^±, ^*J£tt*- 
^Tiftl*-^) o 

L £#i#:-eaPC/PCI T y -tr^f tCT *fQt£1£7«^ £ *Lfc7 ^ n - > o T 
Thr/TM/PCIT^-t-Y SrffoTto fOig*, 7?u->*39u-> (PC31E2, PC31 

fk ^otoogd K-D^xmMiKm^Ltz^^mmmm^titz cm 4) 

o 

[0 0 9 0] 

4.3 ffi ^ ffiff 

T-f vn-fWItfiU IgG2a> IgG2bT»&o£#L#:f±, yij K-t 

i#«-Uf£20 mM y >mmmm (pH7.0) "CWftLfcHi Trap ProteinG HP (Am 
ersham CAT# 17-0404-01) KffiML, mmk, 0.1 M ^'Jy>lit (pH2.7) 

x-mfo-t&ztKx vffiMLfzo mmwfrmu vv^mmm. (pH9.o) xm.% 

fc*t»flj£frofc 0 tihfoZ&tsmfr^-f-JVLtz'i^ 0.05% Tween20£^-frPBSt*— 

mffizft ^mmmmk, o.o2%t%&£7 ^NaN 3 ^^n 

[0 0 9 1] 

4.4 fa?Cim*<7)T J V*4-7Mtir 

iJLPCIiiL#:<7>7-f \£yi?{±^ ImmunoPure Monoclonal Antibody Isotypin 

g Kit II (PIERCE CAT# 37502) £JBV\ MiiM^v-aTiWCf o/; 0 # 

t tzmcmmi tu-yK^xrivm -ztmrn *Lfztz%, i g Gi^ s 7o 

*n->\ I&2*m?u-y, IgG2b# s 4^n-^ IgM^l^ u~ >X$><?tz 0 
[0 0 9 2] 

4.5 BIACORE^^^feLPCIftL^^^f^fl^M^f 

10 mM mk1-W?A (pH5.0) ^25/z g/mnc#f^L£PCI-Flag£ffiv>T, 7 
^^'^'J^^n (BIACOREtt, BR-1000-50) Kf2^£ titzJj&KX^ -b 
>"9— f- y -/CM5 (BIACOREtfc, BR-1000-14) K7 ^ Vii y y; > V Ltz a Z<Dm 
ff^T&j3000 RUOPCI-Flag^, CM5^y y±^@^b^^ 0 Z(7)t>^~ W 

^*fflV»TBIA(XKE2000*CJ: 0JaTOM»W«WSrffofc o #tjLPCI#L#:£HBS- 
EP gHffft (BIACOREtt. BR-1001-88) t:t|«Lt, 1.25, 2.5. 5, 10, 20 /ug/ 
mUZ^^Xo^mMLtZo ^y7 0 &HBS-EP mffiWLX¥>ffiit^ ffi,mo,u 1/minK 
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s-ep 2&m*mmtot l?z 0 mmn»T&. 40^ 1010 mM 

mvyY (BIAevaluation ,ver.3.0) ^T^igjg^m (ka) ^ mBMSt^Sk ( 
kd) , mmim. (KD) % (Panax) &#ffiLfc«, 

»«&#*ffiv>fcaPC/PCI7 -te-f l"TPCI^1-Jz»5*V^fD?S140^i6 £>*Lfc 
800* n _ 5, icov>TBIACOREK i &au»»ff«r^tf o *M£lfcP10 

S 1 K# e, tt/c * n - > O^LPCIiJL#:<7)tt^ £ $ t *btz 0 
[0 0 9 3] 
im 1 ] ffO*)L#:^^K 







aPC/PCI 


Thr/TM/PCI 
(+H) 




ka (1/Ms) 


kd(l/s) 


KD(nM) 


PC19G8 


IgGl 


+ 




1.68E+05 


2.13E-05 


0.126 


PC23A7 


IgG2a 


+ 




1.51E+05 


7.17E-05 


0.473 


PC23D8 


IgG2a 


+ 




2.25E+05 


6.59E-05 


0.293 


PC30G1 


IgGl 


+ 


+ 


1.82E+05 


4.54E-05 


0.249 


PC31E2 


IgGl 


+ 


+ 


1.75E+05 


3.13E-04 


1.79 


PC31F1 


IgGl 


+ 


+ 


1.53E+05 


3.89E-05 


0.254 


PC39C6 


IgGl 


+ | 




8.88E+04 


4.89E-04 


5.51 



[0 0 9 4] 



&ffifcZmiktZ>'^7V V—?mxiV7ffi<Dfflfo£. ORNeasy Plant Mini Ki 
ts (QIAGEN, Cat. No. 74904) &ffiv*-C total KNAOjflfctt£?T o tz 0 SMART RACE 
cDNA Amplification Kit (Clontech, Cat. No. K1811-1) total RNA^ 

^cDNAO^^r^fo^o PC19G8, PC30G1\ PC31E2, PC31F1, PC39C6{iIgGl?>£1ft 
mmtm® % 7°9 << v - , 1 fcPC23A7> PC23D8t±Ig(2aO£1irfIi&|$* ft * 
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W v-£/flv>TAdvantage2 PCR KittCT5'-RACEH<t *PCRSrffV\ Hil^i^lfl^ 
it«*ffofco itfflSStL^HgiacaglODNAWfM-tipGEM-T easy vector (Promega 
, Cat. No. A1360)£fflv*T*n-^^U ^SE^iJO&^^Mto *r 0 
[0 0 9 5] 

tL-rttm 5 XtT 6 Ltfr «£ n \z £ o fc 0 PC19G8. PC23D8& T 5 y g&BByija*— gfc 
LtzZtfrb, n—?u->&^(Dmb-Z$>Z>Zti)^mZiritZo tztzL, Isot 
ypeti, PC19G8(iIgGlTPC23D8}iIgG2aT^> o tz<DX\ ?7*Xjy f-^fe £ £ 
# x. tifc 0 PC23A7& £>¥C39C6 »± Jif fi 2 ^ n-> t izWM Z^LX 

PC30G1 fcPC31Fl<OK^J(± % 4 * n - (DWM&ttefrv tztf 

. dtL?> 2 ?u->ltmi£<Dffi&}$:&LT\,>tz<DX53£.^<Dx.\£ b—/»±jfiv»C: 
t W^ffl £ tLfco PC31E2co@e^iJ KM LT tififco 6 * n - > t itMUfetf^ z\ t 
Wmbfrt&ofco PC19G8, PC23A7, PC23D8 > PC39C6liaPC-PCI^<7)<^ * tz?C 
30GK PC31E2. PC31Fl{±aPC-PCI^rnhr-TM-PCimoM^*WJ-t-^ifc^P> 

[0 0 9 6] 

*§&mizx*), vcii,zML*mftm*%ir&^cmmm&ztitzo *&m<o 
tfumt, &c(D&j£&£V!&mm®izm^i-2>?mzttLx, z<Dm®.%mm-r2> 

#fi> mmt-fu-T <i yC(Vm&<Dj&T%^Lte^&l l z2:^X%i1m&£Tf/tfzl l ± 

Mmir&mmttzi*M^<D¥ffitfzte%$mizm^% z t &x § , mztimms x 

[0 0 9 7] 

mnm 

SEQUENCE LISTING 
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<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120> Anti-PCI neutralizing antibodies 

<130> C1-A0226 

<160> 60 

<170> Patentln version 3.1 

<210> 1 

<211> 17 

<212> DNA 

<213> Artificial 

<220> 

<223> Artificially synthesized sequence 

<400> 1 

acgaattcca ccatgcagct cttcctc 17 

<210> 2 

<211> 18 

<212> DNA 

<213> Artificial 

<220> 

<223> Artificially synthesized sequence 
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<400> 2 



ctggatcctc aggggcggtt cactttgc 



18 



<210> 3 

<211> 16 

<212> DNA 

<213> Artificial 

<220> 

<223> Artificially synthesized sequence 

<400> 3 

ttggatccgg ggttcacttt gccaag 16 

<210> 4 

<211> 1237 

<212> DNA 

<213> Artificial 

<220> 

<223> Artificially synthesized sequence encoding human PCI 
<220> 

<221> CDS 

<222> (11).. (1228) 

<400> 4 

gaattccacc atg cag etc ttc etc etc ttg tgc ctg gtg ctt etc age 49 
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Met Gin Leu Phe Leu Leu Leu Cys Leu Val Leu Leu Ser 
1 5 10 

cct cag ggg gcc tec ctt cac cgc cac cac ccc egg gag atg aag aag 97 
Pro Gin Gly Ala Ser Leu His Arg His His Pro Arg Glu Met Lys Lys 
15 20 25 



aga gtc gag gac etc cat gta ggt gcc acg gtg gcc ccc age age aga 145 
Arg Val Glu Asp Leu His Val Gly Ala Thr Val Ala Pro Ser Ser Arg 
30 35 40 45 



agg gac ttt acc ttc gac etc tac agg gtc ttg get tec get gcc ccc 193 
Arg Asp Phe Thr Phe Asp Leu Tyr Arg Val Leu Ala Ser Ala Ala Pro 
50 55 60 



age cag aat ate ttc ttc tec cct gtg age ate tec atg age ctg gcc 241 
Ser Gin Asn He Phe Phe Ser Pro Val Ser He Ser Met Ser Leu Ala 
65 70 75 



atg etc tec ctg ggg get ggg tec age aca aag atg cag ate ctg gag 289 
Met Leu Ser Leu Gly Ala Gly Ser Ser Thr Lys Met Gin He Leu Glu 
80 85 90 



ggc ctg ggc etc aac etc cag aaa age tea gag gag gag ctg cac aga 337 
Gly Leu Gly Leu Asn Leu Gin Lys Ser Ser Glu Glu Glu Leu His Arg 
95 100 105 

ggc ttt cag cag etc ctt cag gaa etc aac cag ccc aga gat ggc ttc 385 
Gly Phe Gin Gin Leu Leu Gin Glu Leu Asn Gin Pro Arg Asp Gly Phe 
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110 



115 



120 



125 



cag ctg age etc ggc aat gee ctt ttc acc gac ctg gtg gta gac ctg 433 
Gin Leu Ser Leu Gly Asn Ala Leu Phe Thr Asp Leu Val Val Asp Leu 
130 135 140 



cag gac acc ttc gta agt gee atg aag acg ctg tac ctg gca gac act 481 
Gin Asp Thr Phe Val Ser Ala Met Lys Thr Leu Tyr Leu Ala Asp Thr 
145 150 155 



ttc ccc acc aac ttt agg gac tct gca ggg gec atg aag cag ate aat 529 
Phe Pro Thr Asn Phe Arg Asp Ser Ala Gly Ala Met Lys Gin He Asn 
160 165 170 

gat tat gtg gca aag caa acg aag ggc aag att gtg gac ttg ctt aag 577 
Asp Tyr Val Ala Lys Gin Thr Lys Gly Lys He Val Asp Leu Leu Lys 
175 180 185 



aac etc gat age aat gcg gtc gtg ate atg gtg aat tac ate ttc ttt 625 
Asn Leu Asp Ser Asn Ala Val Val He Met Val Asn Tyr He Phe Phe 
190 195 200 205 



aaa get aag tgg gag aca age ttc aac cac aaa ggc acc caa gag caa 673 
Lys Ala Lys Trp Glu Thr Ser Phe Asn His Lys Gly Thr Gin Glu Gin 
210 215 220 



gac ttc tac gtg acc teg gag act gtg gtg egg gta ccc atg atg age 721 
Asp Phe Tyr Val Thr Ser Glu Thr Val Val Arg Val Pro Met Met Ser 
225 230 235 



ffiffiE#2 004-3010900 



2 003-011529 



52/ 



cgc gag gat cag tat cac tac etc ctg gac egg aac etc tec tgc agg 
Arg Glu Asp Gin Tyr His Tyr Leu Leu Asp Arg Asn Leu Ser Cys Arg 
240 245 250 



769 



gtg gtg ggg gtc ccc tac caa ggc aat gec acg get ttg ttc att etc 
Val Val Gly Val Pro Tyr Gin Gly Asn Ala Thr Ala Leu Phe He Leu 
255 260 265 



817 



ccc agt gag gga aag atg cag cag gtg gag aat gga ctg agt gag aaa 
Pro Ser Glu Gly Lys Met Gin Gin Val Glu Asn Gly Leu Ser Glu Lys 
270 275 280 285 



865 



acg ctg agg aag tgg ctt aag atg ttc aaa aag agg cag etc gag ctt 
Thr Leu Arg Lys Trp Leu Lys Met Phe Lys Lys Arg Gin Leu Glu Leu 
290 295 300 



913 



tac ctt ccc aaa ttc tec att gag ggc tec tat cag ctg gag aaa gtc 
Tyr Leu Pro Lys Phe Ser He Glu Gly Ser Tyr Gin Leu Glu Lys Val 
305 310 315 



961 



etc ccc agt ctg ggg ate agt aac gtc ttc ace tec cat get gat ctg 
Leu Pro Ser Leu Gly He Ser Asn Val Phe Thr Ser His Ala Asp Leu 
320 325 330 



1009 



tec ggc ate age aac cac tea aat ate cag gtg tct gag atg gtg cac 
Ser Gly He Ser Asn His Ser Asn He Gin Val Ser Glu Met Val His 
335 340 345 



1057 
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aaa get gtg gtg gag gtg gac gag teg gga ace aga gca gcg gca gec 
Lys Ala Val Val Glu Val Asp Glu Ser Gly Thr Arg Ala Ala Ala Ala 
350 355 360 365 



1105 



53/ 



acg ggg aca ata ttc act ttc agg teg gee cgc ctg aac tct cag agg 1153 
Thr Gly Thr He Phe Thr Phe Arg Ser Ala Arg Leu Asn Ser Gin Arg 
370 375 380 



eta gtg ttc aac agg ccc ttt ctg atg ttc att gtg gat aac aac ate 1201 
Leu Val Phe Asn Arg Pro Phe Leu Met Phe He Val Asp Asn Asn He 
385 390 395 

etc ttc ctt ggc aaa gtg aac cgc ccc tgaggatcc 1237 
Leu Phe Leu Gly Lys Val Asn Arg Pro 
400 405 



<210> 5 

<211> 406 

<212> PRT 

<213> Artificial 

<220> 

<223> Human PCI 



<220> 

<221> sig_peptide 
<222> (1) . . (19) 
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<400> 5 



Met Gin Leu Phe Leu Leu Leu Cys Leu Val Leu Leu Ser Pro Gin Gly 
1 5 10 15 

Ala Ser Leu His Arg His His Pro Arg Glu Met Lys Lys Arg Val Glu 
20 25 30 

Asp Leu His Val Gly Ala Thr Val Ala Pro Ser Ser Arg Arg Asp Phe 
35 40 45 

Thr Phe Asp Leu Tyr Arg Val Leu Ala Ser Ala Ala Pro Ser Gin Asn 
50 55 60 

He Phe Phe Ser Pro Val Ser He Ser Met Ser Leu Ala Met Leu Ser 
65 70 75 80 

Leu Gly Ala Gly Ser Ser Thr Lys Met Gin He Leu Glu Gly Leu Gly 
85 90 95 

Leu Asn Leu Gin Lys Ser Ser Glu Glu Glu Leu His Arg Gly Phe Gin 
100 105 no 

Gin Leu Leu Gin Glu Leu Asn Gin Pro Arg Asp Gly Phe Gin Leu Ser 
115 120 125 

Leu Gly Asn Ala Leu Phe Thr Asp Leu Val Val Asp Leu Gin Asp Thr 
130 135 140 



Phe Val Ser Ala Met Lys Thr Leu Tyr Leu Ala Asp Thr Phe Pro Thr 
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145 



150 



155 



160 



Asn Phe Arg Asp Ser Ala Gly Ala Met Lys Gin He Asn Asp Tyr Val 
165 170 175 

Ala Lys Gin Thr Lys Gly Lys lie Val Asp Leu Leu Lys Asn Leu Asp 
180 185 190 

Ser Asn Ala Val Val He Met Val Asn Tyr He Phe Phe Lys Ala Lys 
195 200 205 

Trp Glu Thr Ser Phe Asn His Lys Gly Thr Gin Glu Gin Asp Phe Tyr 
210 215 220 

Val Thr Ser Glu Thr Val Val Arg Val Pro Met Met Ser Arg Glu Asp 
225 230 235 240 

Gin Tyr His Tyr Leu Leu Asp Arg Asn Leu Ser Cys Arg Val Val Gly 
245 250 255 

Val Pro Tyr Gin Gly Asn Ala Thr Ala Leu Phe He Leu Pro Ser Glu 
260 265 270 



Gly Lys Met Gin Gin Val Glu Asn Gly Leu Ser Glu Lys Thr Leu Arg 
275 280 



285 



Lys Trp Leu Lys Met Phe Lys Lys Arg Gin Leu Glu Leu Tyr Leu Pro 
290 295 300 
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^ Lys Phe Ser He Glu Gly Ser Tyr Gin Leu Glu Lys Val Leu Pro Ser 
305 310 315 320 

Leu Gly He Ser Asn Val Phe Thr Ser His Ala Asp Leu Ser Gly He 
325 330 335 

Ser Asn His Ser Asn He Gin Val Ser Glu Met Val His Lys Ala Val 
340 345 350 

Val Glu Val Asp Glu Ser Gly Thr Arg Ala Ala Ala Ala Thr Gly Thr 
355 360 365 

lie Phe Thr Phe Arg Ser Ala Arg Leu Asn Ser Gin Arg Leu Val Phe 
370 375 380 

Asn Arg Pro Phe Leu Met Phe He Val Asp Asn Asn He Leu Phe Leu 
385 390 395 400 

Gly Lys Val Asn Arg Pro 
405 



<210> 6 

<211> 1261 

<212> DNA 

<213> Artificial 

<220> 

<223> Artificially synthesized DNA encoding human PCI with Flag-tag 
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<220> 

<221> CDS 

<222> (11).. (1258) 

<400> 6 

gaattccacc atg cag etc ttc etc etc ttg tgc ctg gtg ctt etc age 49 
Met Gin Leu Phe Leu Leu Leu Cys Leu Val Leu Leu Ser 
1 5 10 

cct cag ggg gec tec ctt cac cgc cac cac ccc egg gag atg aag aag 97 
Pro Gin Gly Ala Ser Leu His Arg His His Pro Arg Glu Met Lys Lys 
15 20 25 

aga gtc gag gac etc cat gta ggt gee acg gtg gee ccc age age aga 145 
Arg Val Glu Asp Leu His Val Gly Ala Thr Val Ala Pro Ser Ser Arg 
30 35 40 45 

agg gac ttt acc ttc gac etc tac agg gtc ttg get tec get gee ccc 193 
Arg Asp Phe Thr Phe Asp Leu Tyr Arg Val Leu Ala Ser Ala Ala Pro 
50 55 60 

age cag aat ate ttc ttc tec cct gtg age ate tec atg age ctg gee 241 
Ser Gin Asn He Phe Phe Ser Pro Val Ser He Ser Met Ser Leu Ala 
65 70 75 

atg etc tec ctg ggg get ggg tec age aca aag atg cag ate ctg gag 289 
Met Leu Ser Leu Gly Ala Gly Ser Ser Thr Lys Met Gin He Leu Glu 
80 85 90 
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ggc ctg ggc etc aac etc cag aaa age tea gag gag gag ctg cac aga 337 
Gly Leu Gly Leu Asn Leu Gin Lys Ser Ser Glu Glu Glu Leu His Arg 
95 100 105 



ggc ttt cag cag etc ctt cag gaa etc aac cag ccc aga gat ggc ttc 
Gly Phe Gin Gin Leu Leu Gin Glu Leu Asn Gin Pro Arg Asp Gly Phe 
110 H5 120 125 



385 



cag ctg age etc ggc aat gee ctt ttc ace gac ctg gtg gta gac ctg 
Gin Leu Ser Leu Gly Asn Ala Leu Phe Thr Asp Leu Val Val Asp Leu 
130 135 140 



433 



cag gac ace ttc gta agt gee atg aag acg ctg tac ctg gca gac act 
Gin Asp Thr Phe Val Ser Ala Met Lys Thr Leu Tyr Leu Ala Asp Thr 
145 150 155 



481 



ttc ccc ace aac ttt agg gac tct gca ggg gee atg aag cag ate aat 
Phe Pro Thr Asn Phe Arg Asp Ser Ala Gly Ala Met Lys Gin He Asn 
160 165 170 



529 



gat tat gtg gca aag caa acg aag ggc aag att gtg gac ttg ctt aag 
Asp Tyr Val Ala Lys Gin Thr Lys Gly Lys He Val Asp Leu Leu Lys 
175 180 185 



577 



aac etc gat age aat gcg gtc gtg ate atg gtg aat tac ate ttc ttt 
Asn Leu Asp Ser Asn Ala Val Val He Met Val Asn Tyr He Phe Phe 
190 195 200 205 



625 



tBSE# 2004-3010900 
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aaa get aag tgg gag aca age ttc aac cac aaa ggc ace caa gag caa 
Lys Ala Lys Trp Glu Thr Ser Phe As„ His Lys Cly Thr Gin Glu Gin 

210 91 r 

A15 220 

gac ttc tac gtg acc teg gag act gtg gtg egg gta ccc atg atg age 
Asp Phe Tyr Val Thr Ser Glu Thr Val Val Arg Val Pro Met Met Ser 
225 2 30 235 

cgc gag gat cag tat cac tac etc ctg gac egg aac etc tec tgc agg 
Arg Glu Asp Gin Tyr His Tyr Leu Leu Asp Arg Asn Leu Ser Cys Arg 
240 245 250 

gtg gtg ggg gtc ccc tac caa ggc aat gec acg get ttg ttc att etc 
Val Val Gly Val Pro Tyr Gin Gly Asn Ala Thr Ala Leu Phe He Leu 
255 2 60 265 



673 



721 



769 



817 



865 



913 



ccc agt gag gga aag atg cag cag gtg gag aat gga ctg agt gag aaa 

Pro Ser Glu Cly Lys Met Gin Gin Val Glu Asn Gly Leu Ser Glu Lys 
270 m 

275 280 285 

^ ctg agg aag tgg ctt aag atg ttc aaa aag agg cag etc gag ctt 
Thr Leu Arg Lys Trp Leu Lys Met Phe Lys Lys Arg Gin Leu Glu Uu 
290 295 300 

tac ctt ccc aaa ttc tec att gag ggc tec tat cag ctg gag aaa gtc 
Tyr Leu Pro Lys Phe Ser He Glu Gly Ser Tyr Gin Leu Glu Lys Val 
305 310 315 

etc ccc agt ctg ggg ate agt aac gtc ttc ace tec cat get gat ctg 1009 



961 



tBiE# 2004-301090 
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Leu Pro Ser Leu Gly He Ser Asn Val Phe Thr Ser His Ala Asp Leu 
320 325 330 

tec ggc ate age aac cac tea aat ate cag gtg tct gag atg gtg cac 1057 
Ser Gly He Ser Asn His Ser Asn He Gin Val Ser Glu Met Val His 
335 340 345 

aaa get gtg gtg gag gtg gac gag teg gga acc aga gca gcg gca gee 1105 
Lys Ala Val Val Glu Val Asp Glu Ser Gly Thr Arg Ala Ala Ala Ala 
350 355 360 365 

acg ggg aca ata ttc act ttc agg teg gec cgc ctg aac tct cag agg 1153 
Thr Gly Thr He Phe Thr Phe Arg Ser Ala Arg Leu Asn Ser Gin Arg 
370 375 380 

eta gtg ttc aac agg ccc ttt ctg atg ttc att gtg gat aac aac ate 1201 
Leu Val Phe Asn Arg Pro Phe Leu Met Phe He Val Asp Asn Asn He 
385 390 395 

etc ttc ctt ggc aaa gtg aac cgc ccc gga tec gac tac aag gac gac 1249 
Leu Phe Leu Gly Lys Val Asn Arg Pro Gly Ser Asp Tyr Lys Asp Asp 
400 405 410 



gat gac aag tga 
Asp Asp Lys 
415 



1261 



<210> 7 



2004-3010900 
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<211> 416 
<212> PRT 
<213> Artificial 



<220> 

<223> Human PCI with Flag-tag 



<220> 

<221> sig_peptide 
<222> (1) . . (19) 

<400> 7 

Met Gin Leu Phe Leu Leu Leu Cys Leu Val Leu Leu Ser Pro Gin Gly 
15 10 15 



Ala Ser Leu His Arg His His Pro Arg Glu Met Lys Lys Arg Val Glu 
20 25 30 

Asp Leu His Val Gly Ala Thr Val Ala Pro Ser Ser Arg Arg Asp Phe 
35 40 45 

Thr Phe Asp Leu Tyr Arg Val Leu Ala Ser Ala Ala Pro Ser Gin Asn 
50 55 60 

He Phe Phe Ser Pro Val Ser He Ser Met Ser Leu Ala Met Leu Ser 
65 70 75 80 

Leu Gly Ala Gly Ser Ser Thr Lys Met Gin He Leu Glu Gly Leu Gly 
85 90 95 
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Leu Asn Leu Gin Lys Ser Ser Glu Glu Glu Leu His Arg Gly Phe Gin 
100 105 110 

Gin Leu Leu Gin Glu Leu Asn Gin Pro Arg Asp Gly Phe Gin Leu Ser 
115 120 125 

Leu Gly Asn Ala Leu Phe Thr Asp Leu Val Val Asp Leu Gin Asp Thr 
130 135 140 

Phe Val Ser Ala Met Lys Thr Leu Tyr Leu Ala Asp Thr Phe Pro Thr 
145 150 155 160 

Asn Phe Arg Asp Ser Ala Gly Ala Met Lys Gin He Asn Asp Tyr Val 
165 170 175 

Ala Lys Gin Thr Lys Gly Lys He Val Asp Leu Leu Lys Asn Leu Asp 
180 185 190 

Ser Asn Ala Val Val He Met Val Asn Tyr He Phe Phe Lys Ala Lys 
195 200 205 

Trp Glu Thr Ser Phe Asn His Lys Gly Thr Gin Glu Gin Asp Phe Tyr 
210 215 220 

Val Thr Ser Glu Thr Val Val Arg Val Pro Met Met Ser Arg Glu Asp 
225 230 235 240 



Gin Tyr His Tyr Leu Leu Asp Arg Asn Leu Ser Cys Arg Val Val Gly 



fcHliE# 2004-3010900 



2003-011529 

245 250 

Val Pro Tyr Gin Gly Asn Ala Thr Ala Leu Phe He Leu Pro Ser Glu 
260 265 270 

Gly Lys Met Gin Gin Val Glu Asn Gly Leu Ser Glu Lys Thr Leu Arg 
275 280 285 

Lys Trp Leu Lys Met Phe Lys Lys Arg Gin Leu Glu Leu Tyr Leu Pro 
290 295 300 

Lys Phe Ser He Glu Gly Ser Tyr Gin Leu Glu Lys Val Leu Pro Ser 
305 310 315 320 

Leu Gly He Ser Asn Val Phe Thr Ser His Ala Asp Leu Ser Gly He 
325 330 335 

Ser Asn His Ser Asn He Gin Val Ser Glu Met Val His Lys Ala Val 
340 345 350 

Val Glu Val Asp Glu Ser Gly Thr Arg Ala Ala Ala Ala Thr Gly Thr 
355 360 365 

He Phe Thr Phe Arg Ser Ala Arg Leu Asn Ser Gin Arg Leu Val Phe 
370 375 380 

Asn Arg Pro Phe Leu Met Phe He Val Asp Asn Asn He Leu Phe Leu 
385 390 395 400 
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Gly Lys Val Asn Arg Pro Gly Ser Asp Tyr Lys Asp Asp Asp Asp Lys 
405 410 415 



<210> 8 

<211> 119 

<212> PRT 

<213> Mus musculus 

<400> 8 

Glu Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys Pro Gly Ala 
1 5 10 15 

Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asp He Lys Asp Thr 
20 25 30 

Phe Met His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp He 
35 40 45 

Gly Arg He Asp Tyr Val Asn Gly Asn Thr Lys Tyr Asp Pro Lys Phe 
50 55 60 

Gin Gly Lys Ala Thr He Thr Gly Asp Thr Ser Ser Asn Thr Ala Tyr 
65 70 75 80 

Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 
85 90 95 

Ala Arg Gly Gly Tyr Asp Val Arg Glu Phe Ala Tyr Trp Gly Gin Gly 

tBIE# 2004-3010900 



100 
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105 




^-y: 65/ 



no 



Thr Leu Val Thr Val Ser Ala 
115 



<210> 9 

<211> 119 

<212> PRT 

<213> Mus musculus 

<400> 9 

Glu Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys Pro Gly Ala 
15 10 15 

Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asp He Lys Asp Thr 
20 25 30 

Phe Met His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp He 
35 40 45 

Gly Arg He Asp Tyr Val Asn Gly Asn Thr Lys Tyr Asp Pro Lys Phe 
50 55 60 

Gin Gly Lys Ala Thr He Thr Gly Asp Thr Ser Ser Asn Thr Ala Tyr 
65 70 75 80 

Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 
85 90 95 

ffigE# 2004-3010900 
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Ala Arg Gly Gly Tyr Asp Val Arg Glu Phe Ala Tyr Trp Gly Gin Gly 
100 105 110 



Thr Leu Val Thr Val Ser Ala 
115 



<210> 10 

<211> 119 

<212> PRT 

<213> Mus musculus 

<400> 10 

Glu Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys Pro Gly Ala 
15 10 15 

Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asp He Arg Asp Thr 
20 25 30 

Phe Met His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp He 
35 40 45 

Gly Arg He Asp Leu Val Asn Val Asn Thr Lys Tyr Asp Pro Asn Phe 
50 55 60 

Gin Asp Arg Ala Thr He Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr 
65 70 75 80 
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Leu Gin Leu Thr Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 
85 90 95 



Ala Arg Gly Gly Tyr Asp Val Arg Glu Phe Ala Tyr Trp Gly Gin Gly 
100 105 110 



Thr Leu Val Thr Val Ser Ala 
115 



<210> 11 

<211> 119 

<212> PRT 

<213> Mus musculus 

<400> 11 

Glu Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Arg Pro Gly Ala 
15 10 15 

Leu Val Lys Leu Ser Cys Lys Ala Ser Gly Phe Asn He Lys Asp Tyr 
20 25 30 

Tyr He His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp He 
35 40 45 

Gly Arg He Asp Leu Glu Lys Gly Asn He He Tyr Asp Pro Lys Phe 
50 55 60 

Gin Gly Lys Asp Asn He Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr 



ffiiE# 2004-3010900 
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65 



70 
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80 



Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys 
85 90 95 

Ala Arg Gly Gly Tyr Asp Val Pro Ser Phe Ala Tyr Trp Gly Gin Gly 
100 105 110 



Thr Leu Val Thr Val Ser Ala 
115 



<210> 12 

<211> 119 

<212> PRT 

<213> Mus musculus 

<400> 12 

Glu Val Lys Leu Leu Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly 
15 10 15 

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Asp Phe Ser Arg Tyr 
20 25 30 

Trp Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp He 
35 40 45 

Gly Glu He Asn Pro Asp Ser Ser Thr He Asn Tyr Thr Pro Ser Leu 
50 55 60 
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Lys Asp Lys Phe He lie Ser Arg Asp Asn Ala Lys Lys Thr Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Lys Val Arg Ser Glu Asp Thr Ala Leu Tyr Tyr Cys 
85 90 95 

Ala Arg Phe Phe Tyr Tyr Gly Thr Pro Asp Tyr Trp Gly Gin Gly Thr 
100 105 HO 



Thr Leu Thr Val Ser Ser Ala 
115 



<210> 13 

<211> 119 

<212> PRT 

<213> Mus musculus 

<400> 13 

Glu Val Lys Leu Leu Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly 
1 5 10 is 

Ser Leu Lys Phe Ser Cys Glu Ala Ser Gly Phe Asp Phe Ser Arg Tyr 
20 25 30 

Trp Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp He 
35 40 45 
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Gly Glu He Asn Pro Asp Ser Ser Thr He Thr Tyr Thr Ser Ser Leu 
50 55 60 

Lys Asp Arg Phe He He Ser Arg Asp Asn Ala Lys Asn Thr Val Tyr 
65 70 75 80 

Leu Gin Met Ser Lys Val Arg Ser Glu Asp Thr Ala Leu Tyr Tyr Cys 
85 90 95 

Ala Arg Leu Phe Tyr Tyr Gly Thr Pro Asp Tyr Trp Gly Gin Gly Thr 
100 105 no 

Thr Leu Thr Val Ser Ser Ala 
115 



<210> 14 

<211> 120 

<212> PRT 

<213> Mus musculus 

<400> 14 

Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys Pro Gly Ala 
15 10 15 

Ser Val Lys Met Ser Cys Lys Ala Phe Gly Tyr Thr Phe Thr Thr Tyr 
20 25 30 

Pro He Glu Trp Met Lys Gin Asn His Gly Lys Ser Leu Glu Trp He 



ffl|E# 2004-3010900 
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9 




35 40 45 

Gly L ys Phe His Pro Asp As» Asp Asp ^ to Tyr Asn Lys fte 

50 cc 

Di) 60 

Lys Gly Lys Ala Lys Leu Thr Val Glu Lys Ser Ser Ser Thr Val T yr 

Leu Glu Leu Ser Arg Leu Thr Ser Asp Asp Ser Ala Val Tyr Tyr Cys 
85 *> 95 

Ala Arg Gly His Asp Tyr Asp Tyr Gly Met Asp Tyr Trp Gly Gin Gly 
100 105 

Thr Ser Val Thr Val Ser Ser Ala 
115 120 



<210> 15 

<211> 106 

<212> PRT 

<213> Mus musculus 

<400> 15 

Gin He Val Leu Thr Gin Ser Pro Ala He Met Ser Ala Ser Pro Gly 
5 10 15 

Glu Lys Val Thr He Thr Cys Ser Ala Th. c o T 

* ^ys ber Ala Thr Ser Ser Leu He Tyr Met 

20 25 

dt> 30 
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His Trp Phe Gin Gin Lys Pro Gly Ser Ser Pro Glu Leu Trp He Tyr 
35 40 45 

Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser Gly Ser 
50 55 60 

Gly Ser Gly Thr Ser Tyr Ser Leu Thr He Ser Arg Met Glu Ala Glu 
65 70 75 80 

Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Arg Ser Ser Tyr Pro Phe Thr 
85 90 95 



Phe Gly Ser Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 16 

<211> 106 

<212> PRT 

<213> Mus musculus 

<400> 16 

Gin He Val Leu Thr Gin Ser Pro Ala He Met Ser Ala Ser Pro Gly 
1 5 10 15 

Glu Lys Val Thr He Thr Cys Ser Ala Thr Ser Ser Leu He Tyr Met 
20 25 30 



tb!E#2 004-3010900 
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His Trp Phe Gin Gin Lys Pro Gly Ser Ser Pro Glu Leu Trp He Tyr 
35 40 45 

Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser Gly Ser 
50 55 60 

Gly Ser Gly Thr Ser Tyr Ser Leu Thr He Ser Arg Met Glu Ala Glu 
65 70 75 80 

Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Arg Ser Ser Tyr Pro Phe Thr 
85 90 95 

Phe Gly Ser Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 17 

<211> 106 

<212> PRT 

<213> Mus musculus 

<400> 17 

Gin lie Val Leu Thr Gin Ser Pro Ala He Met Ser Ala Ser Pro Gly 
15 10 15 

Glu Lys Val Thr lie Thr Cys Ser Ala Thr Ser Ser Leu He Tyr Met 
20 25 30 

His Trp Phe Gin Gin Lys Pro Gly Thr Ser Pro Lys Leu Trp He Tyr 



2004-3010900 
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35 40 45 



74/ 



Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser Gly Ser 
50 55 60 

Gly Ser Gly Thr Ser Tyr Ser Leu Thr He Ser Arg Met Glu Ala Glu 
65 70 75 80 

Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Arg Ser Ser Tyr Pro Phe Thr 
85 90 95 

Phe Gly Ser Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 18 

<211> 106 

<212> PRT 

<213> Mus musculus 



<400> 18 

Gin He Val Leu Thr Gin Ser Pro Ala He Met Ser Ala Ser Pro Gly 
1 5 10 15 

Glu Lys Val Thr He Thr Cys Ser Ala Ser Ser Ser Val Ser Tyr Met 
20 25 30 

His Trp Phe Gin Gin Lys Pro Gly Thr Ser Pro Lys Leu Trp He Tyr 
35 40 45 
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Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser Gly Ser 
50 55 60 

Gly Ser Gly Thr Ser Tyr Ser Leu Thr He Ser Arg Met Glu Ala Glu 
65 70 75 80 

Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Arg Ser Ser Tyr Pro Phe Thr 
85 90 95 

Phe Gly Ser Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 19 

<211> 108 

<212> PRT 

<213> Mus musculus 

<400> 19 

Asp He Val Met Thr Gin Ser His Lys Phe Met Ser Ala Ser Val Gly 
1 5 io 15 

Asp Arg Val Ser He Thr Cys Lys Ala Ser Gin Asp Val He Val Ala 
20 25 30 

Val Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ser Pro Glu Leu Leu He 
35 40 45 



tfcJ!E# 2004-3010900 
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Tyr Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Asp Arg Phe Thr Gly 
50 55 60 

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr He Ser Ser Val Gin Ala 
65 70 75 80 

Glu Asp Leu Ala Val Tyr Tyr Cys Gin Gin His Tyr Ser Ser Pro Pro 
85 90 95 

Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 20 

<211> 108 

<212> PRT 

<213> Mus musculus 

<400> 20 

Asp He Val Met Thr Gin Ser His Lys Phe Met Ser Thr Ser Val Gly 
1 5 io 15 

Asp Arg Val Ser He Thr Cys Lys Ala Ser Gin Asp Val He Lys Ala 
20 25 30 

Val Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu He 
35 40 45 

Tyr Ser Thr Ser Tyr Arg Tyr Thr Gly Val Pro Asp Arg Phe Ser Gly 



ffiliE#2 004-3010900 
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50 55 60 

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr He Ser Ser Val Gin Ala 
65 70 75 80 

Glu Asp Leu Ala Val Tyr Tyr Cys Gin Gin His Tyr Ser Ser Pro Pro 
85 90 95 

Tip Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 

<210> 21 
<211> 111 
<212> PRT 
<213> Mus musculus 

<400> 21 

Asp He Val Leu Thr Gin Ser Pro Ala Ser Leu Ala Val Ser Leu Gly 
1 5 io 15 

Gin Arg Ala Thr He Ser Cys Lys Ala Ser Gin Ser Val Asp Tyr Asp 
20 25 30 

Gly Asp Ser Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Gin Pro Pro 
35 40 45 

Lys Leu Leu He Tyr Gly Ala Ser Asn Leu Glu Ser Gly Thr Pro Ala 
50 55 60 

miE# 2004-3010900 
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Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Asp He His 
65 70 75 80 

Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Ser Asn 
85 90 95 



Glu Asp Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu He Thr 
100 105 no 



<210> 22 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 22 

Asp Thr Phe Met His 

1 5 



<210> 23 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 23 

Asp Tyr Tyr He His 

1 5 
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<210> 24 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 24 

Arg Tyr Trp Met Ser 
1 5 



<210> 25 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 25 

Thr Tyr Pro He Glu 
1 5 



<210> 26 

<211> 17 

<212> PRT 

<213> Mus musculus 



^2 0 0 3-0 1 1 5 2 9 ^ 




v : 79/ 



<400> 26 

Ar g He Asp Tyr Val As„ Gly As„ Thr Ly s Tyr Asp Pro Lys Phe Gin 



fflSE#2 004-3010900 
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10 



15 



Gly 



<210> 27 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 27 

Ar g He Asp Leu Val Asn Va, Asa Thr Lys Tyr Asp Pro Asn Phe Gin 



W 15 



Asp 



<210> 28 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 28 

Arg lie Asp Leu Clu Lys Gly Asn lie He Tyr Asp Pro Lys Phe Gin 



1 » 15 



Gly 
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<210> 29 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 29 

Glu He Asn Pro Asp Ser Ser Thr He Asn Tyr Thr Pro Ser Leu Lys 



Asp 



<210> 30 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 30 

Glu He Asn Pro Asp Ser Ser Thr He Thr Tyr Thr Ser Ser Leu Lys 
1 5 10 15 



1 



5 



10 



15 



Asp 



tBIE#2 004-3010900 
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<210> 31 

<211> 17 

<212> PRT 

<213> Mus musculus 



<400> 31 

Lys Phe His Pro Asp Asn Asp Asp Thr Asn Tyr Asn Glu Lys Phe Lys 



10 15 



Gly 



<210> 32 

<211> 10 

<212> PRT 

<213> Mus musculus 

<400> 32 

Gly Gly Tyr Asp Val Arg Glu Phe Ala Tyr 
1 5 10 



<210> 33 
<211> 10 
<212> PRT 
<213> Mus 

musculus 

<400> 33 



ffiiiE#2 004-3010900 
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Gly Gly Tyr Asp Val Pro Ser Phe Ala Tyr 



<210> 34 

<211> 9 

<212> PRT 

<213> Mus musculus 

<400> 34 

Phe Phe Tyr Tyr Gly Thr Pro Asp Tyr 
1 5 

<210> 35 

<211> 9 

<212> PRT 

<213> Mus musculus 

<400> 35 

Leu Phe Tyr Tyr Gly Thr Pro Asp Tyr 
1 5 

<210> 36 

<211> 10 

<212> PRT 

<213> Mus musculus 



004-3010900 
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<400> 36 

Gly His Asp Tyr Asp Tyr Gly Met Asp Tyr 
1 5 10 



<210> 37 

<211> 10 

<212> PRT 

<213> Mus musculus 

<400> 37 

Ser Ala Thr Ser Ser Leu He Tyr Met His 

1 5 10 



<210> 38 

<211> 10 

<212> PRT 

<213> Mus musculus 

<400> 38 

Ser Ala Ser Ser Ser Val Ser Tyr Met His 

1 5 10 



<210> 39 
<211> 11 
<212> PRT 
<213> Mus 

musculus 
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<400> 39 

Lys Ala Ser Gin Asp Val He Val Ala Val Ala 
1 5 10 



<210> 40 

<211> 11 

<212> PRT 

<213> Mus musculus 



<400> 40 

Lys Ala Ser Gin Asp Val He Lys Ala Val Ala 
1 5 10 



<210> 41 

<211> 15 

<212> PRT 

<213> Mus musculus 



<400> 41 

Lys Ala Ser Gin Ser Val Asp Tyr Asp Gly Asp Ser Tyr Leu Asn 



<210> 42 
<211> 11 
<212> PRT 



ftiE#2 0 0 4- 
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<213> Mus musculus 



<400> 42 

Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala 
1 5 10 



<210> 43 

<211> 11 

<212> PRT 

<213> Mus musculus 



<400> 43 

Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Asp 

10 



1 5 



<210> 44 

<211> 11 

<212> PRT 

<213> Mus musculus 



<400> 44 

Ser Thr Ser Tyr Arg Tyr Thr Gly Val Pro Asp 
1 5 10 



<210> 45 
<211> 11 



tbiE#2 004-3010900 
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<212> PRT 

<213> Mus musculus 

<400> 45 

Gly Ala Ser Asn Leu Glu Ser Gly Thr Pro Ala 
1 5 10 



<210> 46 

<211> 7 

<212> PRT 

<213> Mus musculus 



<400> 46 

Arg Ser Ser Tyr Pro Phe Thr 
1 5 



<210> 47 

<211> 8 

<212> PRT 

<213> Mus musculus 

<400> 47 

His Tyr Ser Ser Pro Pro Trp Thr 
1 5 



<210> 48 
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<211> 7 

<212> PRT 

<213> Mus musculus 

<400> 48 

Ser Asn Glu Asp Pro Pro Thr 
1 5 



<210> 49 

<211> 5 

<212> PRT 

<213> Artificial 

<220> 

<223> Heavy chain CDR1 
<220> 

<221> misc__feature 
<222> (2).. (2) 

<223> "Xaa" in position 2 represents "Thr" or "Tyr' 
<220> 

<221> misc_feature 
<222> (3).. (3) 

<223> "Xaa" in position 3 represents "Phe" or "Tyr" 
<220> 

<221> misc_feature 



UiSE#2 004-3010900 




m 

^ <222> (4).. (4) 

<223> "Xaa" in position 4 represents "Met" or "He" 



2 0 0 3-0 1 1 5 2 9 ^ g9/ 




<400> 49 

Asp Xaa Xaa Xaa His 
1 5 



<210> 50 

<211> 17 

<212> PRT 

<213> Artificial 

<220> 

<223> Heavy chain CDR2 
<220> 

<221> misc_feature 
<222> (4).. (4) 

<223> "Xaa" in position 4 represents "Tyr" or "Leu" 
<220> 

<221> misc_feature 
<222> (5).. (5) 

<223> "Xaa" in position 5 represents "Val" or "Glu" 
<220> 

<221> misc_feature 
<222> (6).. (6) 
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: 90/ 



<223> "Xaa" in position 6 represents "Asn" or "Lys' 



<220> 

<221> misc_feature 
<222> (7).. (7) 

<223> "Xaa" in position 7 represents "Gly" or "Val" 
<220> 

<221> misc_feature 
<222> (9).. (9) 

<223> "Xaa" in position 9 represents "Thr" or "He" 
<220> 

<221> misc_feature 
<222> (10).. (10) 

<223> "Xaa" in position 10 represents "Lys" or "He" 
<220> 

<221> misc_feature 
<222> (14).. (14) 

<223> "Xaa" in position 14 represents "Lys" or "Asn" 
<220> 

<221> misc_feature 
<222> (17).. (17) 

<223> "Xaa" in position 17 represents "Gly" or "Asp" 
<400> 50 

Arg He Asp Xaa Xaa Xaa Xaa Asn Xaa Xaa Tyr Asp Pro Xaa Phe Gin 
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10 



15 



Xaa 



<210> 51 

<211> 10 

<212> PRT 

<213> Artificial 

<220> 

<223> Heavy chain CDR3 
<220> 

<221> misc_feature 
<222> (6).. (6) 

<223> "Xaa" in position 6 represents "Arg" or "Pro" 
<220> 

<221> misc_feature 
<222> (7).. (7) 

<223> "Xaa" in position 7 represents "Glu" or "Ser" 
<400> 51 

Gly Gly Tyr Asp Val Xaa Xaa Phe Ala Tyr 
1 5 10 
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<210> 52 

<211> 5 

<212> PRT 

<213> Artificial 

<220> 

<223> Heavy chain CDR1 
<400> 52 

Arg Tyr Trp Met Ser 
1 5 



<210> 53 

<211> 17 

<212> PRT 

<213> Artificial 

<220> 

<223> Heavy chain CDR2 
<220> 

<221> misc_feature 
<222> (10).. (10) 

<223> "Xaa" in position 10 represents "Asn" or "Thr" 
<220> 

<221> misc_feature 
<222> (13).. (13) 
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<223> "Xaa" in position 13 represents "Pro" or "Ser" 
<400> 53 

Glu He Asn Pro Asp Ser Ser Thr He Xaa Tyr Thr Xaa Ser Leu Lys 



1 5 10 15 



Asp 



<210> 54 

<211> 9 

<212> PRT 

<213> Artificial 

<220> 

<223> Heavy chain CDR3 
<220> 

<221> misc_feature 
<222> 

<223> "Xaa" in position 1 represents "Phe" or "Leu" 
<400> 54 

Xaa Phe Tyr Tyr Gly Thr Pro Asp Tyr 
1 5 



<210> 55 
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<211> 10 



<212> PRT 
<213> Artificial 

<220> 

<223> Light chain CDR1 
<220> 

<221> misc_feature 
<222> (3).. (3) 

<223> "Xaa" in position 3 represents "Thr" or "Ser" 
<220> 

<221> misc_feature 
<222> (6).. (6) 

<223> "Xaa" in position 6 represents "Leu" or "Val" 



<221> misc_feature 
<222> (7).. (7) 

<223> "Xaa" in position 7 represents "He" or "Ser" 
<400> 55 

Ser Ala Xaa Ser Ser Xaa Xaa Tyr Met His 



<220> 



1 



5 



<210> 56 



<211> 11 
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<212> PRT 
<213> Artificial 

<220> 

<223> Light chain CDR2 
<400> 56 

Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala 



<210> 57 

<211> 7 

<212> PRT 

<213> Artificial 

<220> 

<223> Light chain CDR3 
<400> 57 

Arg Ser Ser Tyr Pro Phe Thr 
1 5 

<210> 58 

<211> 11 

<212> PRT 

<213> Artificial 



10 
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" <220> 

<223> Light chain CDR1 



<220> 

<221> misc_feature 
<222> (8).. (8) 

<223> "Xaa" in position 8 represents "Val" or "Lys" 
<400> 58 

Lys Ala Ser Gin Asp Val He Xaa Ala Val Ala 
1 5 10 



<210> 59 

<211> H 

<212> PRT 

<213> Artificial 

<220> 

<223> Light chain CDR2 
<220> 

<221> misc_feature 
<222> (2).. (2) 

<223> "Xaa" in position 2 represents "Ala" or "Thr" 
<400> 59 

Ser Xaa Ser Tyr Arg Tyr Thr Gly Val Pro Asp 
1 5 10 
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<210> 60 

<211> 8 

<212> PRT 

<213> Artificial 

<220> 

<223> Light chain CDR3 
<400> 60 

His Tyr Ser Ser Pro Pro Trp Thr 
1 5 
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A [PCI-Flag] B [PCI] 



M.W.(kDa) 




M.W.(kDa) 



200 
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66 



45 



3 4 
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21.5 
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